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(57) Abstract: It is intended to provide preventives/remedies for cancer, etc. More specifically speaking, a compound or its salt 
inhibiting the activity of a protein having an amino acid sequence, which is the same or substantially the same as an amino acid 
sequence represented by SEQ ID NO:l or 16, a compound inhibiting the expression of a gene of the above protein, an antisense 
nucleotide containing abase sequence or a part thereof, which is complementary or substantially complementary to the base sequence 
of a DNA encoding the above protein or its peptide fragment, an antibody against the above protein or its peptide fragment, etc. are 
usable as preventives/remedies for cancer and apoptosis promoters. 
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m<r>^vs - mum 



io ^Tv^§ 0 ztib(D?%^ v5mt hmxm^mm^m^&zhx^zm 

miltL^Xh <9 , Gl arrest, T*° h~ ^^(DmM, DNA^^S{tfc#^(D^ 

m^mffl*n?zkfc£vmw£frzh<Dkm*-btix^z>o ^totc®^ P 53^ 

KmAsX^< b3%7LbtiZ> 0 p53&>c5fcbT^5**|IUI&fc:, &A3!p53S:* 

^^^/v-eja^^i-^J; 51-^5 (^-f ^-y— -^^tV 4#, 42-46 

I, 1993^) «EO#*f36»e> % &SS»p53tt, fcfc^^jE#^p53 (if±Mp53) © 

^l^£*VCV^o ££>Kl, r<Z)^Mp53>biHEMp53t 1^*11^, TfcfHUS-? & 
iitSr fcam^fSih/rv^ (ty^^V, 1941-1952Ha9964#) o 

75#B©T/l'3 s =>' (R) tfSfc*^:/ (h) ^«mb^m^p53^-r-5^^ 

25 , A&^m;»v^v^^/5 s fc5 {^ J r'y^ — P i? ^\ 55#, 5217-5221, 1 

995^) o 

EL0VL2 (Genbank Accession No. XM_166355) S. cerevisae G9EL0 (elong 
ation of very long chain fatty acids protein) 7 / ^ ]) ^-KtflWWk&W'hy 

Mmmffi^w&Rjfcfcm-^i-zmmxhZELoviyT $ v — (elovli-5) kur-t 
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Staufen homolog 2 (STAU2) 62^ % 113-118H, 1999*£) W\ RNA 

binding protein "CfoSDrosophila StaufenOt b tfs^E-n >?<n>— oT*fo% 0 *7 

§ /Mtn-^ ^TZf if -fe/K 2945-2953JC* 1999^ 

) o STAU2fi N PKR (double-stranded RNA-activated protein kinase) „ TAR RN 
A binding protein (TRBP) t£ If k &\Z.KNA binding protein 7 / ^ fcJR-f- 
5» TRBP^igpJ^^JBJ^fi, transformed phenotype^r^-f-^ t tfUfeSinX^ 
10 S (if ^^^v 5 ^— ^"/K 16#, 611-624, 1997^) t>©tf\ STAU2^;!fi£ <Z>M 

15 3&9§<0§8** 

mmmm^mM-r^m^ mmm^mmm^t \sxn.mvi£ELovL2fe& 

25 (2) ia^lJ#-^: lT^$tL^T^ym@B^J^I^|- 1 t>L<^KK)^|R]-^T 
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(4) m$m-&: i otr^$tL§^@a^j^-r5±is (3) mm<DT^± 

5 (5) _b|B (3) le^OT^-fe^/Ki;^^ l/^K^^rbT^^E^ 

(6) fttf^BS • }£^£iJ-C&S-b!B (5) lEifc^Elil, 

(7) _h|B (3) fEUftOT^i? \si!r<5- Fz^v-ctezmmm 

(8) ^m<DW>wrmx&z>±.m (7) wd,m<Dmmm, 

10 (9) lt?^$tL^T5 7^IB^iJ^IH— & b < teUfCl^lU— ©7 

do) _biB o) mmcDfoftz^^xtezmm. 
(i i) i&(D^m - ^mmx«ibz>±M d o) lEt^Em, 
15 (12) ±ia o) tm^iKW-^m^x^^mm, 

(13) -)fi^8ffmT^S_b|S (12) IB^CO^ilfB. 

(14) IB?IJ#-S§-: lt*^tl57 5 y^iB^J^IU-t U< <Z) 

20 (is) ^aHs^ mm, miLmm. -kmm. lifts m^rn^s mm. 
m, a«ft, vtm, mmm, *-%m, mmm. wvtmm, mmm, mmm. mm 
ffi-£tci$jkmmiMxhz>± i m (D , (2) N (6) (11) ib^o^bs 

(15 a) ft*)*, fL*S*^t±StrSJfeftt?feS-hflB (1) % (2) „ (6) &1t 

25 ttdD mm.(D^m • mmm. 

(i6) ft# % ±j3§ft, ?Lft, mm s iiiii, &ift, lift. fpiKft. mm 

ft, Mft& Wft, Mfcft, -T-^ft, fltmft. MWft^ Pi 

ft*fcttJfc^W|-C*)S±fB (8) % (13) £fcte (14) eBScO^Wfltl. 
(16 a) ft^S, ?Lft£fcKm3mftl?fc5_bfE (8) % (13) £fcte (1 
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4) tiMHD&mm. 

(17 a) ELOVL2©^m*i-Sf^ffl**i-5^4fc*/t:f4-t©4l[*' 
(1 8) E LOVL 2©*S«:li§t5^S:tt5{b^*fctt^O«[^ 
(18 a) ELOVL 2(D^m<Sr|5i-W-r^^ffl^^rt-5^^*fcf4^(D^ 
10 (19) 6B?iJ#-S§-: lT?*$*LST^yiftBa^J^Pl-t>L<ttll««]te:lRl-© 

(19b) B£*ffifl:#ttas % ftoTO • f&jS?ffl©jb^, • nmzm 

19 a) !E*fc(D^ y — =-^^m, 

(20) sb?ij#-^ : i^$n^T^y^@a^j^in-%L<^®^(-[^i-w 

(2 0 a) ffi?IJ##: lT?*3jh,5T$yi*eai£:ra— tb<tt»fi«JJJUBI— 
25 (2 0 b) E3j£Wbi^W, ss©^B& • l&afffi©^-^, • feSfcUiffl 

2 0 a) m^,<DX? D—=.^J?m3cy 

(2D ±15 (19) y—=--ymmtitLn±m (20) is*^* 
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(2 1a) _h|a (19 a) IBgcO*^ V — -^^Ss^fcteJiiE (2 0 a) IE 

(2ib) mmmit&mtK m<D^vs • mmmwk&w. ^<d^vs • mm^m 

5 2 1a) fEft<^b^£fc 

(2 1c) _hfB (2 1 b) |am^k-^#J*fc{«(Di&^*bT^5^SO^g5 

(2 i d) *asjLsfi*feri«rsjft*-e*>*±flB (2 1 c) ia«fe©^i8 • f&^J 

10 (2 1e) _hlB (19) fE^* ^ y -~;x^fe£fcte_hfB (2 0) |B«© 
(2 2 a) BB^J#-^: 1 "C^$tl5T 5 / t L < teHJflftKP— 

22a) im.(Dx ? y --i/jf^m, 

(23) it^shst^ ymsa^jtin— t)t< r±*jfe«jn:p— ^ 

7 57 IfeBB^JSr^i-S^ 1>"*9 ir*fctt-t©SP^^ KSr a — K1"5 *° y 5? 
25 s> K 

(2 3 a) BBM##: 1 ^$^57 5 / &BE3?!I£ b < teHJCft^lH- 

■?>9u*?-Y&^-rz>z.b*mwLb-tz> mmm \\&m <dx? y 
k 
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(23b) mmmt&totK ns^ w • t&mmoik&m. te<o=r& . mm^m 

2 3 a) fB^)** y-->-^ffl^5/ K 

(2 4) _h|B (2 2) IHife(D^^y-^^^^^fc«_bia (2 3) !B«fc<0* 
(2 4 a) ±|E (2 2 a) |B«c^^ ^ y — = V^&^fcteJLfB (2 3 a) IS 

(24b) ess/bas-^*^ as^sa • m*m<D{k<&m s • f&sftm^ 

10 2 4 a) |B^<75<b^*^:f«(D^ 

(2 4 c) JhlB (2 4b) IE^O-fb^^fc«^O^^^UT^^=®(D^^ 

( 2 4 d ) *ds«i**/ttt«ftSd»*-e*>5±fa (24c) iE*£tf>w • 

N 

15 (2 4 e) _b|E (2 2) ftM.<D* ^ V — = V^«fe*fc«±|5 (2 3) |5«fe^ 

> 

(25)" ISJlJ#-5§-: 1X^^57 5: smMmtm-h b< teHSClftf-l^— © 

(2 6) m$m-f§r: i -c^^nsr s smmmt m-h u< teHscftKin— <d 

(2 7) Jb|5 (3) |B*©T^-fe^^ WK^tLT*S7^ 
25 h-i^teafSflU 

(2 8) ±|5 (9) IBifecD^Lfr^^-bT^-ST^ 

(29) bbm*^: ix-m£tizT^ymmmbm-h\^<temm#}fcm-- <d 
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(29 a) mMmfc&mtK n$ h—y^m^m^-r^^mx-h^>±m 
d9a) B&m,(Dx ? v 

(30) i-vm$tiz>T$ymm,mtm-hL,< nmnmzm-<D 
ooa) mmmit&mh h—^^i&mi^m^-t^^mx^^±m 

(2 2 a) n£M(DX? v-~^^jr& s 

(31) nt?Li!j^^^f Lt, IB?iJ#-5§- : ltS$^757 H®S?!! 1^1—% U 

io < nmnm^m— <dt ^ ; mnrnz^-tz 9 m % u < r±-*©tBa~w 

(3 2) BE?lJ#-i§-: l^^^T^/miB^Ji:^— *>L< ttMtttKliai— <D 

(33) *©^b& • f&is^jsraaat-rsfeJC)©, ibju#-j§- : 1 t-t^^s r s: y 
25 (35) bh^ij## : 1 6x*m$tiz>T$;mmiikm— ttUKWKira— 
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(37) is?u#-5§- : 2 5T?*sjh/54ftaaa^j«r^ri-5±te o e) ib«©t^ 

5 (38) _LfB (3 6) iBife^TV^-fe^jjfy^^U^K^^bT^SIS 

(39) ^<d^i& • mmMx«&z>±m (3 8) ia*fe^g^ 

(4 0) _LfB (3 6) fB^OTV^ir^Jtf >J KSr^^TU"C^S^ 

10 (4D ^(D^mmx^^>±m (4 o) mm.(D^mm. 

(42) IS^J#-^: 1 6-T?**nST$/iBE2W^I3I--t>b<r±*««Ili:|BI— 

(4 3) _hlE (4 2) lB*fc©£W*:«rM"bTfc5RSS, 
15 (4 4) #©^B& • ?&«eWtfa>5Ji|B (4 3) fB*©E3& 
(4 5) _h|B (4 2) tiM<B$Z#&tt\.XftZ>&Wr& 

(4 6) m<D&mmx3b%>±m (45) iasw)^»ri& 

(47) ia^ij#-^- : 1 6 x*m ztiZT^y mum £ id— t> l < fcmnmzm— 

20 5? ^ K«rMr LT*4i©#ii, 

(4 8) ?ug N BiftB, twrscjKat, b^Ss jm& mm. 

& mmm. wms mmm, mmm, wvtmm, mm&. mmm, 3m 
m^tcaskmmmxh^±m (34) N (35) > (39) -at^n (44) we«o 

25 (4 9) mt>K fLSS. I**, tftidfoS, Aiffift, WS, Sflt^s flfiaS 

i®> MiS^ $£i«, ^f«s, *tm& mmm, mmm, mm 

ss*ytttifiL?s®0-efcsjiiB (41) N (4 6) *yt»4 (47) mm.(D^mm, 

(5 0) Staufen homolog 20®14SriaW-rS^S:^-t-S'fb^*fe»«© 
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(5 1) Staufen homolog 2<D&&&WB1rZfcmtt-t'Z>fc'&m-£1t.ltZ:<D 

(52) 1 6^m£ti&T%;mmmtm-'h^<nmmmfcm— 

(52a) IE?"J#-^ : 1 6 t*$^t57 ^ / gfegB?!] £ Wl~ t b < 

(52b) Bsasffi^-fr*^, as^sa • t&mmvft&m, m^vs • 

5 2a) lE«ctf>* ? y —-isjfji^ 

(5 3) IS?iJ#-*§- : 1 6-e^$tb5T^/^iE2?lJ^lR|— b < teHWHjfcHa— 
<£>T >v?^SCt>b< tt-t©*P^^ K*fctt-t©*S4r 

15 (53a) IE?iJ#-5§- : 1 6 T?^ <**lS T 5 7 1£IH?IJ £ HJ— b < tt^KWKUSI 
-COT 5 7miB^J^^-r5^^^«t>b< tttflDHi^f KSfcte-t^ifi 

(53b) Bsaiffl^^jft^ • fWffi©^-©*, • tess^ 

20 5 3 a) |5*fe<D^^ p — =.ls?m*y K 

(5 4) _h|B (5 2) IB*fe©^^ y-=^^*fe*/tttJb|B (5 3) |B«fe©^ 

(5 4 a) _h|B (5 2 a) lEtt©* * P — - ^#8; * fcte-hfB (5 3 a) 15 

25 (5 4 b) EXmb^, HOfR'^Oft^*, jlo^Ki • fettffl 

5 4 a) IBffc©te£*^fctt-t©«U 

(54c) _b|S (54b) |B^O^#3*fc«^^Sr^bT^5^(DW 



WO 2004/002514 ^^»CT/JP2003/008036 

10 

(55) m?m-s§r: 1 6 tt$ti57 ^ smmt m-h u< itmn^m- 
<dt^s mmm &-^r-r 5 * ? sc * tc n^con^^ k *■ = - k-t s # y 

5 (55a) m&m^: i6vm£*izT$;m:mmbm--bL<ftmw&)tem 

(55b) glffift^i^, SS©^B& • • 

10 5 5 a) mm<Dx?v--^?jj&, 

(5 6) iH^iJ#-^-: 1 6fi^57 5 ZittBWfcPI— b< ttsfeftttfclRI— 
*y K 

15 (5 6 a) : 1 6 T?* £ *L S T 5 / MftE^J i: 131— 1> b< ttMtfcjfclRI 

(5 6 b) E£S8ffl'ffc£4fea^ aSS©?^ • f&fcJHofc-fr*, agtf^Bfc ♦ f&ffcfcffi 
20 V>&;ft5te^:l8J:tJV'*fctt*©^^ ( 
5 6 a) mm.<D*? V —=-Z/Jfm*y K 

(5 7) _LfE (5 5) IE*©** y-^^Mx£/cte:±!B (5 6) IB*©* 
(5 7 a) _bf2 (5 5 a) IE*©* * y fcte_L|B (56a) IE 

(57b) Elfflft^ii^, sfio^ • ?&^ffl©te^ N ^©^I5& • teSfteJB 
5 7a) |Eife©^#f;£fcte^©i&, 

(5 7 c) _b|5 (5 7b) IE«c^b^^fc^0^^^bT^5^©^ 
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(5 8) IE?iJ#-S§-: 1 6X*m£tlZTiZ;nm&lbm— t>L< WJUWfcfcllSI— 

5 (59) s?ii*-& : i 6-e^^tt5r^y^Ba^J^i^- i i>b<«^^^ii- 

(6 0) _hfE (3 6) |Bife(DT^-fe^JKy ^K*^tUT457 

10 (6 1) _b|5 (4 2) iaftOttfr«:^*U-C<tSr3Wh — S^iEii&U 

(62) @S?iJ#-5§- : 16T*I$tl5T^y SftlB^U £ IH— L- < JiUfflft KIH- 

(6 3) m^m-^r: 1 6 Tr^ttST ^ J WB&b t HI— 1> b < te^ftfclH— 

(6 4) Bt?LKi^)^*)-bT > ia^i#^- : i 6-?m&tiz>T$ smm?ntm—h 

(6 5) IE?i]#-*§-: 1 6T-ig£;ft5T5 /^@E?iJ£IH— t> b < teHSCffJ^P- 
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tern* ^ n<DWifc*<Dftm.&wM-fz>fc'£rMt. tat^ <om.<r>^im tn 2 **Pc 

t5o 



ty^ >7ix N -9vi>fci?) <7>j»Bjia (M*.fi£* JlTlfflSS> JPMMIIS. tt 

rt&ftui&s ¥»^«Bja, 3$;$£f», 

«5*HJia. JJgJKMs (0!k -v^n^r— i?, TIMS, B«, 

-PMHUS, «tt*fflfl& % HM«> fftttKttFM 

15 aa % &frfe^fobmm(Dffimmf&, ^mmh\.<^^m^ti t>u< fa-tax 

. *Mm&T£, mm. mfc, mmTU, ±m&w. mm. /j« . ft, ti* 
> «^ jnm &auiu ¥#hsl si^5> ti, wm, &m. m$\. 
m. m. *flk /w») , skw. >im. mm, mm, mrm, mm, m 
20 sanu m%, mm, mm, #> mm, #*jKj&^n:**i-<5^^^«Tf 

. IB?IJ#^- : 1 $^575/ miE^iJ i^50 %J^_h, f& £ L < fci$J 6 0 % 

.£*_k, $ h lZ.ffrti L < f3$J 7 0 %£U: % J; I? L < 8 0 %J^_h, * 
25 t<l«90 %£JLh. b < tt$J 9 5 %&>±(Dfam&*:^-rZ)T 5 / flfelB 

T^ymga^JO^IUtt^ *Bl^tttmT^^y XANCBI BLAST (National Cen 
ter for Biotechnology Information Basic Local Alignment Search Tool) 

&sT<D4kft mmz=io ; =^ : h y ^^=blosum62 ; 7^ 
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•j 

;V9 V >?=0FF) jCTtfUt-fSr. t&X%Z> 0 

fla*n»<E3^igtfe3& ¥i>mm m. mo. o i ~ i o o m^v<nmo. i ~ 

10 lOfflF, J:50*b<f4O. 5~2ffif) tfcS: t^»*LV^S, rftbcaffitt 

JIBft&BKESiStt^WJfettv SM^oo^fe, 0O;tfW -few 
^^-nv?— N 707-717JCs 2000^^|B^^^fc«^:tb^2PC5^tC^o 
•Cifet5rt#t^5 0 ^«jmt±, (a) j£$m<D9l"<9m. EL0VL2 
15 ) ©»a^*-&*Abfc*BllS<0ttffl8u (b) £fOiJ&6fes (c) &|ft 

VL2) ©JfcJftSM^^oe&SrSljretS. 

ttmri, *55K©^^^« (M. EL0VL2) * s 9JA$^jBBJiaS: 
„ EL0VL2) <Dmii5itffi3fiM'14<D©^^a!lJ£T^5o 

25 ib^ij## : i 6xm&nz>T ;%&®mtm'M:&)fcffl--v>7 smmmt ut 
{*> @h^ij#^- : 1 6xmt>£tiz>T^smmmkm5 o%u±> 0*b<ra:#j6 
o £ e> map* u < ra#b 7 o j: t) # * b < 8 o %e* ±* 
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TS.SffigfflHDfaJft&lfr* ffil^ttfi-^T7^=f ]) XANCBI BLAST (National Cen 
ter for Biotechnology Information Basic Local Alignment Search Tool) £r 
fflV\ £TF<^# (8l£Hfc=10 ; yZf&ttlT ;^hV ^*=BL0SUM62 ; 7 >( 

mMX*hZ>Z.k&7r;1r 0 lfd5 0 t, Mil^fiffi^tt^ ^ (W% $J0. 
01~100f, UtKlilSlO. ±9»tL<ttO. 5~2fgF) 

Wfctt, (0!k STAU2) ©ism^^^— ^^A^^SHHia* 

% STAU2) ©«Bl&J««[ffiaftflHftoa*«raa)fe-C#5o 

fc«ia^ij#^- : i 6t't^7^ /mia^jf^i */c«2^± (M>u£i~ 
i o omum, 0^u<fii~3 of@a^> »*b<»i~i ofign. 

25 «F*U<tt* (1~5) ffl) <DT5 ;m*tKlk^tz.T 5 y^SB^J. (2)gE#I## 
: 1 *fcttiE^I## : 1 6 t^$tl§7^ /BMBTUfc 1 2<BEJLh 

i~i o oi@m^ ^*b< {ii~3oiigSs 0*u< ommm. £ 
?>t»*L<fi» (i~5) f@) <DT$;msmu^izT$smm&k wmn 

#-*§• : 1 *fc«IB^J#-§- : 1 6 -C* $ tbS T / 1 3: fcfi 2 <@£Ui (09 
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i~i o ofiss, u< «i~3 omm&> »*u< «i~i o{@a^ 
, &e>K:#*b<«:8c (i~5) «n) ©7 5 ygfeas^ASfrfcr^ ygfeiayijs (4 

si± ({Hitfi-iooisA ^u<}ii~3oii^ »*u<tti~i 

5 OfilgS, SfcKi$5P*L<f3:»[ (1~5) ffi) ©r5/»*s«i07 5/»T*t» 

£tLfc7 5 y ^ib^ij. *yttt(5)JttL&Sria*#*?*fcT5yiHaw^^r*r5 

10 *W*miZ.jr3tf & ? ^7*f FiEoH^JttotWN^ ( 

, *$6WT*m^h1nZ>fii"*?9£n. c3&Si&jjs\'tf*i'sv& (-cooh) N tuv 

tff^S/V— h (-C00") , 75 F (-C0NH 2 ) ^fdfi^^X/l- (-C00R) <7)f5rtb"efe 
15 oTt«tV\ 

^d-ex^^/H^ltSR i: LTI4> ^tj^fc^ y^/K ^9vK n-TP^ 
„ ^ y/n tVK n-^;P^^©C H 7/V^S, ^ n^V^vK 

&if<DC 6 _ 12 7 U — A-^ ^lIXLf^ ^<V^/K 7 x^f /W^ if O 7 x C H 

if (DC 7_ x 4 77 A"*/^ fc!V< n <Y yl^^-^r vy ^yl^fc if tf* JS v n fe ft 5 C 

V ^ £> ft 5 * * |C^S C 5fc*ftJBA^ # *>yWg ( ■£ f c # /Vtf 

dfv-v— h) ^UTV^^^ *;^>v';vS^7^ Kte£fcfi:^7vWb£ 
ftTV>5^<D&:fc^§ll^/Sv^bft5*v^fC^*ft5 0 ico^-a-o^^-^/i- 
25 i;LTte, MX-^-blBbf-C^COrn^^/V^if^^VN^tb^o 

^=^aat) ®7 5;i^is jav^/was, T-fe^vvsfcifroc 
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©7^/t©it±Ol^i (0d*.tf-OH % -SH, -Y^^y— ^ 

/v^ft £ftf> C H 7;v^ / /^3£fc W C ,. 6 T VA^Ifi * if) $ tit v > § o 

5 J=;ft3 0 

15 . Fteg&m^hlrb&o 

*mwx»m\<^tiz>n$r^^ hi*. j e(OT5:y^iB^J4 , ^i^fc«2 

<@W_h (#PSb<«: % l~10f@a^ b<tt8fc (1-5) m) (OT 

i~2o{@a^ <t o»*b< fti~i omum. $bic0^b<«^ (i~5 
20 ) m) ©7^/^s#jdu *fc«t, ymsa^Jic i ^fc«2i@^_h (#? 

«: (1~5) {@) cdt^/^S^A^Jk ^©7 ^y^IBM^l 

<fil~5 mum) (DT^y i^©/ 5 y i£T?«!fe&*L-tV>T £ V\, 

25 *fc, ^^^JSv^ftsas^:/?- Ktec^^#/i^>^i^ (-cooh) 

n ^/WtK^W- b (-COO") , 75 K (-C0NH 2 ) ^fcte^^TVV (-C00R) (Dfitf 
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fF^£ft5SI &NMt ^Ttt&Ifc) (^iJ. T/vXV&mm t£¥b<Dm. 

uttt, ffii*.«r, $s$sm (amis y^n, m) 

, ^yxt k y /pt 5: 7?/^ ^vmMB, 4 -^^/w^i^^i^ 

-;^i s 4 - ^ ^yWSl'X fc K V JVT 5 ^8NIB. P AMttH, 4 - t K 
ci v-p< f;V7x=;i,7t b7? ^/MtfJ^ #D77 P ;V7 5 K#JB 
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% 4- (2' , 4' fWx=^-t Kn^f/I/) -7=^y^^mm 

, 4- (2' , 4' f^f^x^-Fmo c7^xf/l/) ^^y^i^ 

io mtnm&m^ z^t #-c# s as N #^^>rs Kigali v\, ^/v^^-r 

SKIgfcbTW:, DCC, N, N'-SM y/n tV^/i/^^-f ^ H\ N-^-f- 
^ne>lcJ;5^^b(cfi7-fe5^a]$y^P^J (0>J*.^ HOBt, ho o B t ) 

^Si^f-^fflb5 5-^^^pt,tvTV>6^^feiiS:51^$n5 So 0»J;ifc£ N 
N, N-^fM/VA7 5 K, N, N-^^7th75 K, NT — ^ \f 
20 n!) K^^O^T^ Hm i^b^V-^, * n n if ©/m^ ^Wbi^Hb 

/Hg, T-fe h =• MJ :7°d h y £f h y /HR % gtIM ^vv, B^Sft 

25 ?as * ^ ^ wB&Mf&Rjfc fcOzm $ tb# 5 r ^ *s*p tux v ^5 tsiaa> am 



10 
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H^T^y^-f^^^ LT«, 0iJxJ3\ Z, Boc, t ^^jVHr^y 

4 y^Vv^/v^-df-^^/K-^ 4-y h^^^/i^^y^/^ 

/JwV, Cl-Z, Br-Z, T^y^/^^riy^/V^^/K M^7/l/to7 
ir^vK y^p-T/K zfc/y^/K 2-= hP7x=^/W7x=/K y 7 x^;w 
^^yyy^-C/K Fmo ct£¥frm^t>tlZ> 0 

y"ntVK y^/K t — y^/K iyyn^<y^/K ^yn^^rvvK S/y n^y" 

- h n-<^yvl-:«-x/K 4-^ Y^r^y^<^^jV^.^;V s 4-^nn^y^ 
is* ;vi$~jv t Kyi/ K-fb, t - ;/ h ^ /i^^^/y fc K y ^ K-ffc, h y ^-/u t 

^nv-yoy^y-/vtt7R^a^fIS^bT«, #J;U^ Bzl, Cl 2 - 

Bzl N 2-^hP^y^/K Br Z N t -y*?vV& *rflSJHV> 
25 k^^^^O-r^^y-yVcD^S^bTfi, 0iJ;Ltf, To s, 4-y 

-2, 3, 6 - mj y ^/y^yif ^y>/y^=/^ dnp, ^^vvior^v-y ^vi- 

. Bum, Boc, Trt, F m o c ft if^/Bl^tb-So 



15 
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T/^=—/K ^7^fn7x/-/K HONB, N-fc K n de->* ^ v $ h\ N 
-tKn^7WU\ HOBt) ^x7r;v] ftirtfW^ft^ JOH** 

or 5 y^^^b^ttfc^oi: tttt, Mttf, y vi&rs k#^^ 

5 fjtt^5o 

k ©H^/i £tc <£ S^&LS^ ^V7n t°^xf;u7 ^ ^ % ]s \) xlJ-svt 3: 
0^-4 OtWfijt^frftfo^^ ^a{c^VNT«, Mx.fi, T = y— /K 

, H!J7 , b77^yK^lSi bTJEi^ns^/v^SteJiSEoi, 

20 (iiot'b^^^. 

25 ft, *;V#>^«7 ? 7 a - */U*>^H^7 ^ K{kLTl*^bfc^ 
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*.ff, ^TO(l)~(5)»c|B«fe$tb^j5fe3&s^f fetus. 

(1) M. Bodanszky :£J;tJ? M. A. Ondetti, ^7°^ K • (Peptide Synt 
20 hesis), Interscience Publishers, New York (1966^) 

(2) Schroeder*5 itJ^Luebke, if • ^<~ff- K (The Peptide), Academic Press, Ne 
w York (1965^) 

(3) mmm^m, ^^v^commkm^ %wm) (197550 

(4) xAfttm &&Tmm&W; &4\&m&m& u f^mwkmv, 205 

25 „ (197750 

(5) &sbmmm.m^ wtm.m&<Dmm, mum. ^t°^k^, 
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tmm tt N 4^po2f?£fc ^ v ^«tU£2p CS^iSfefc: £ o Til ^ ftit 

5 b T? ffl V h ti 5 ? I"* ? ff £ = - K-t-S *»SE?iJ Sr-g-^ri- 5 1> <D -Cifctb 
tfV^^5t>©T*fcoT 1 t>«tV\ ^KiiDNAtfcSo DNAitm ^ 
/ ADNA, y/ADNA7^^7P^ fufBLfc^tt • c D N A, 

o 

totalRNA^Tcf^mRNAM^Srp^b^tO^rffiV^Til:^ Reverse Transcri 
ptase Polymerase Chain Reaction C£*T\ R T — P C Rfe t BS$Fi~3) (£«fco 

15 WJT'fflV^JxS^y/^f^n- KtSDNAt UTte, (1) 
SB^J## : 2 "C* $ tt 6 iSSBByiJ Sr^i" 5DNA, «E?lJ#-j§- : 2 t?* $ 

•g^u *waufcE^i#-^: lT^^nsT^y^ia^j^-^^r-t-s^^^®^ 

20 17 £ *b 5 4ft£gB?!l mt^DNA, *fcttE?lJ#t : 1 7 * tu 5 4ft 

, mm \^ttmm^ : 1 6 -« ^nsr^y miH^ij sr-a-^r-r & * ^ ^ ^ ^ 
ft m iwiff £>tt JC^-r 5^w^ig*3-Kt5DNA -e tu «fsrtt© t> © -e t> 

25 gB?iJ#-§- : 2 $ *L£iftSia?iJ i/^7hyy^yb ft&ttTT?'^ ^ JJ 

0 %^_h, 0* L < teffi 6 0 %J^±, § b tef&& L<ttD70 %£*_L, J: 9 

L < 8 0 %^_h, »U:# * L<ii|)9'0 %£JLh, it&tt< tt#?J 9 5%^ 
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15)50 ^L<ttl)6 0 %£*_L% $ 6> £ L<[i^7 0 %£JLh, £ 9 

# l < turn 8 o mm-a u < 9 o %w_b, l < 9 5 

i^IB^^falttte, tg|^H4ti-#T/V=fy XANCBI BLAST (National Center 
for Biotechnology Information Basic Local Alignment Search Tool) ^ffiV^ 
. ^Tcot# 10 ; ^^rs/^Srfri- ; ~7 ^ ]) v^=0N ; ^yf^a 

I3u Molecular Cloning 2nd (J. Sambrook et al. , Cold Spring Harbor Lab. P 
ress, 1989) IdfBfcO^ifefc if^oTfrfr 5 ^ £ J&S^ 5„ ;£fc N ]fjflS<D^-f 

15 # ^> 0 

MU jBjPS: U < &m 1 9 ~ 2 0 mMT\ 5 0 ~ 7 0 b < 6 0 

~ 6 5 °C<D^^ir 0 i-hV VJ±m&&m 1 9mMt«^6 5^tf) 



en 



20 J: 19 JM£#J id fi N ( i ) ia^ij#-^ : l -« § fiZ r 5 y BftBa^JSr-g-^T-r -5 * V 

5DNA, IB^IJ#-^: 3-C^$tu54ftSBa^J^#i-5DNA>fc^dS, (2) IS 
mm^r' 1 e-TJ^StLST^/HWa^^'TrS^^^flt^a— Ki-SDNA 
t Lt«, IE?lJ#-§-: 1 7-C*^tb«4feSgBMSr^-t-5DNA, : 1 

25 8 ^m&ft&mmmm%^mi-z>DN Aft ¥&m\,^tiz> 0 

m-Cm^^btlZ ^^^^ K£r *- Ki~5 V is**?- K DNA 
ADNA7^^7F, Su!SLfc#fflfl& • ffllS^c DNA, it&fB Lfc&fflfl& • #1 
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m&&<D c DNA7^^7 y ^DNAOV^-Ct 

2l£fcteIB?iJ#-i§- : 1 7 T*^£ ft 5 4fc2«By!l 6 D N Atf)-g|3#% 

^ttSDNA, *7cteIE?iJ#-5§- : 2*fcfiE5!l#*: 1 7 T?**ft546a£BB3?lJ 

-^l^ttt§DNA^t , ^v^^,^5 0 

^ y y ?4 n-is a xDjjfeis x uw * h y >^ ^ h fc&#ttiitrBB t m 

^-r^-— «rffiV^PCRj5fefcJ;o-Cl««f Sfctejgii ft^c* ^-fcjft^ 
iA A,fc D N A W © * ^ JT<£>— £B&> 5 v ^tt^ftHfcS: A Wf 

tft>L< «^DNA^V^T^ftb7tfe<D^O^^^yy ^if-i^a ^^io 
T»BW-5£* ^yy^if-^ 3 ^^^ Molecula 

r Cloning 2nd (J. Sambrook et al. , Cold Spring Harbor Lab. Press, 1989) . 

DNAO±tSiH?lJ^Smf4, PCR, Mutan™-super 
Express Km (SJB3t (80 ) N Mutan™-K (SfiJt ($c) ) ^£JEv>T, ODA-LA 
PCRfe, Gapped duplex^, Kunkel^Oi^^PW^feSV^f^ftfe^lipCS 
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Tz3' &^\Z.timNm±= LTOTAA, TGAtfcfiTAGlrWt't 

3-Kt5DNA^blfti:t5DNA»f)tSr§J5WU (a) gEDNAgfrJfSr 

^^-iUttt, ^»S**^7^5K (0!l> pBR322, pBR32 
5, pUC 1 2, pUC 1 3) % #;Mm&M(D7 P 7X* K (09, pUB 110, 
pTP5, pC194) , B-B&i&Zf?*^ K (M> p SHI 9, p SH 1 5) 

, /^ a p ^-f/V^^Mt) ^/l^ft if pAl-ll. pXTl s p 

Rc/CMV N pRc/RSV, pcDNAI/Neo^W^llSo 

3s. k l^Xm^ZWr&te, SRa/o^-, SV4 0/n^-, LTR^ 

o 

rttb©5^>, CMV h^^fn Vi^X) /n^-, SRa/a^ 

— fr^&ffll^Oi&SfrSUVN. fi^xv-xytriltfe'SMft tr 
p /d^^-, i a c/ci^-, r e c A^n^e— ^— , lP L 7°n^— 
% 1 p pT-n T Tzfxi^' — — &<!f/&S N ii^^f/wilt'fc 
54IMHt* SPOl/n^^-, SP0 27o^- penP/o^ 

% GAP "^n-^E- — $ — % ADH/n^-^-^m^Ul\ feztt%&mtSrZ 
7Ky — KU ^n^e— * — , P 1 O^n^E— ;fc£f/5S£P£ LV\, 

^"TvK AttAPv-^-TvK 3g#^— , SV4 0Hfi[ty^ (^T^ S 
V4 0 o r i iB&^S*^^feS) fc£&^LTV>5 t>©£JlV^ £ £ 
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#5o W^-tf-fcLTW^ Witf, S?fc KnUHBtTcINK (KT, dhfr 
t»«5-t*5*frjftS*>S) C^yM/^ir-h (MTX) % T>-fc°V 

y^BtKt^?- (ot, Amp r t»&^-rs»^sfes) % s/^wtt3t • 

fc* (WT> Ne o r ^H§^-r5^^feS N G4 1 8»tt) O^Wfeix« 0 

dh f ri&fc¥Xm<7-*r^ ^~-X^M*#>-mifo&m^X db. f ratfe^f- 

7!k OmpA • ^^/V@E?lJ&^ te^^-/^JR18f-e*,5»^t4 % «-T^ 
t§1§i3\ MFa • -y^/Vm^U SUC 2 ">^/V«^^ ^tfS»#>#Bfl& 

•efc-s^-^^fi. ^v^a. y > • iy^-r^m^k a — r n ^ • x/tf-r 

y trjMiojWfrWfc lti±, flifcwr, ai^ai y tr • = y (Escheric 

hia coli) K12-DH1 [Proc. Natl. Acad. Sci. USA, 60^, 160 (1968) ] , 
JM1 0 3 [Nucleic Acids Research, 9#, 309 (1981) ] , J A 2 2 1 Cjournal 

of Molecular Biology, 120#, 517(1978)] , HB10 1 Cjournal of Molecular 
Biology, 41^, 459 (1969)] , C6 0 0 [Genetics, 39#, 440(1954)] t£if^m^ 

^^JIIiLttt, fllfcfcf, ^/V* • ^-f<?A,* (Bacillus subtilis 
) MI 1 1 4 [Gene, 24^,255 (1983)] , 2 0 7-2 1 [Journal of Biochemist 
ry,95#,87(1984)] ft ^IBV^tlSo 

WmklsTK, W*-t£. tl/^i (Saccharomyces cere 

visiae) AH22, AH 2 2 R~, NA8 7-11A, DKD-5D, 20B- 
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12, i/)/-y--yj}r2~?'(±X 7jfy< (Schizosaccharomyces pombe) NCYC 
1913, NCYC 2 0 3 6, fc°=¥T h V X (Pichia pastoris) KM 7 

£5fe$fc'ft;UBJt3 (Spodoptera frugiperda cell ; S f , Trichoplusia ni<D 

tift*©MG 1 Trichoplusia niO^Efcl^cDHigh Five™£flJl&, Mamestra 

brassicae|£^CDM3£fcf3:Estigniena acrea!i33fc<DJi$jg£ft £>;ft5 0 
-f/^^BmNPViOl^ =<l£*lfcteM (Bombyx mori N « ; Bm 

Nmm ft^#mv^*L& 0 ms fmrnti^x^ Mafi, s f 9mm (atcc c 

RL1711) , S f 2 imm (^_b. Vaughn, J. L. £>, In Vivo, 13, 213-217, (1977) 

m&k^XiS, M;ifi, =*<D%}!kf£h*7!)m^(btLZ> [ftufflb. Nature, 315 
#,592(1985)3 0 

ft««£UT«, Mx.fi, t/V»COS-7, Vero, =f^W~-X^ 
A^;?-»CHO (WT, CHO«tl§fB) , d h f r iHS^W*^^ ~ 

-x^A^^-ntecHo C£ir, cho (dhf r~) m^tmne,) , 

L^BjiS, -7^^AtT-20, -^^7^5: 31a— ^flS, v-)7ATDC5», 

^^a,y tTM0^«fe^-r5(31^ N M;Ui, Proc. Natl. Acad. Sci. USA 
, 69#, 2110 (1972) , Gene, 17#, 107 (1982) ft ^iB*c<£>^ifef-t£o Tffft ?Z.b 

^;l'Xmm%:Km&m-t%ia^ M;tfi, Molecular & General Genetics, 1 
68#, 111(1979) ft ¥KtZM(D^mZ%<>Xftte 5 Z.tftX%Z> 0 

^•e^K^^i"^^^, Mtfl Methods in Enzymology, 194#, 182-187 (19 
91), Proc. Natl. Acad. Sci. USA, 75#, 1929 (1978) ft ^{CfBfcO^jfe^oT 
ffft? ZbfcX%& 0 

m&mi&1Zfrtem i &&m«fe® : irZ>Kte s M£fi, Bio/Technology, 6, 47-55( 
1988) ft ^JClEm^fe^^oT^Tft 5rt tfX% 5„ 
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ha— ,V. 263-267(1995) (&mt±3&ft) s Virology, 52#, 456(1973) (<lfB«t<D>^ 
r (OX 0 \Z. LT S * y/^flra- K-fSDN ASr-g-^r-fSJSSl^^ ^— ^ 

tt, Mill T^=^A4t® % mmmm. =— ^- y#-, 

15 / M^r-a tf M 9 i^tfi [Miller, Journal of Experiments in Molecular Genetics 
,431-433, Cold Spring Harbor Laboratory, New York 1972] LV\ ^ ^ 

tea^^a y fc TllW^ J^IKtai^ 1 5 ~4 3 °CX*m 3-24 B#P^ 

^^/^/^if©^ *g#teii3t^ 3 o ~4 ox:x*m 6 — 24 u#Mff 
v\ >&^\zxymn^mw$:J3ux.z>^b-kx%z> 0 

(Burkholder) ft/jN*g±fe [Bostian, K. L. Proc. Natl. Acad. Sci 
25 . USA, 77#, 4505 (1980)] 0 . 5 ^ J m*ttlTZ> S D*gMft [Bitter, G. 

A. fe, Proc. Natl. Acad. Sci. USA, 81 #, 5330(1984)] tfS^-f £>;ft,5 0 
p HSfl 5 ~ 8 (dlSfS O^S^f LV\ ^1113 2 0^3 5°CT^2 4 
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ace's Insect Medium (Grace, T. C. C. , Nature) ,195,788(1962)) M^SHbUfc 
6. 2-6. 4{£fiS1-50;6W;£LV\ 2 7 tt^ 3 ~ 5 0 IHJfr 

- 2 0 %^)^Jif ^^tfMEM^^ [Science, 122#, 501 (1952)] , DIME 
Migi& [Virology, 8^, 396(1959)] , RPMI 16 4 Oigife [The Journal of 
the American Medical Association 199#, 519(1967)] , 1 9 9igife [Proceedi 
ng of the Society for the Biological Medicine, 73^,1 (1950)] t^if^m^^h 
10 tl5 0 pHf±^6~8T*fe-5^^W^UV^ i#^«il^3 0~4 0°C-e^J 1 5 

^SC£3lJ&itrL#>.5i b&X%Z> 0 

, v y^—^^y^fM^mm^ti^^^xm^^^Mm^mi^t^ 

20 tt£ 0 ^mmfD^Kfcm^&myT—it^tjtFcDp^^pn^&M^, mj ^y 
x-i o o™^t'<Dnm^^m^^nx^^xh^\ mmm^^^^^ sc 

25 mm*. &fc<*&<Dftm-mmmzmmzm&&fr^xfttj:o zt&x%z> 0 ^ 
^m^t*mmj:t*<D±bi,xft*m<Dm*mm-fz>]3m s -r^^m^n-^ 
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( a ) ^ y ^ o rAstkitM&Mfa<D{&& 
^ftgfofcSWi&tt, #^J^^fcfcS-^$nSo Jft-£te»LTtfr*jg£flB& 

^■uTt>j;v\ 2 ~65i^^i m-fo, 1+ 2 ~ 1 0 mmgmfrMo 
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10 /V-^^^^<D^-?fe C^-Y^ — (Nature), 256, 495 (1975)] fc^V^IfSi 

3„ W&femmt UTfi, W*.Ht* ^pxfw^ijn^ (peg) 
fHJt»iLTI4, 09*.tf* NS-1, P3U1, SP2/0, AP-lft 

~2 0 : lSarCfct), PEG (|ftt<|iPEG1 0 0 0~PEG6 000) 
*S 1 0 ~ 8 0 %S^O^ISt?^P £*L, 2 0 ~ 4 0 °C N 0 * U<fi30~37t: 
-ei~l Oftm^C^*^- b-fZ>Z.b\z.£ 9S6*J:<jBBjail[^Srs*EJfcT?#« 0 

(M. ^-r^n^^b) i^^zf]) \?~*rj&m±m&mav. m^m^m 
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1 ~ 2 0 L< fi 1 0 - 2 0 iSrttf R PM I 16 

40^%, i~i o%<DW&j&ikm&^teGiTmm myt*mx.m m ) *> 

Sv^M-^y K-^*ffi^jfiL?f^ (SFM-10 1, BTK^m (#) ) ft 
"CfcSo SfcHSPlWWu ai^5 0~3aM % »*b<f4l5HM~2 5aMt?fc5 e j£ 

(b) 

(Ms DEAE) HlJ;S!R|tt^ % fflJS^fe, ^-Sitfe, tftDS*^ 
OKy * o— ^/HftflcoffcgSl] 

^jo. i~2o, &*\s<izmi~5<DW&-v#7fr£&&&m&m\ t *btiz >0 
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0* u < tejfo.^ b § £ t # T? ^ -5 o 

15 ^-K (Ms DNA (^T> T>-^"fe^^*?i;^^ K^»tftlg^^V^T^, ^1 

? uaf-^- Ki tttt, y ^ ^ k (#1 dna) <Dm.mmmz.im 

^ FXh-oXh^^, 7>fi?y^DNA^j!f* bv\ 

Mfti&mzm t m 7 0 l<h^8o %^L_h, «^i<iiii9o 
25 %^_h, u < 9 5 %^±.<Dmn&%m^zmmmmt£ k*&mifbti 

^70 %^_h, 3: b < te^J 8 0 %^_h, i (9 b < Ji^j 9 0 %U±, 
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n) RNa s e Hfc J: 5 R N A^i?^^[&] f 5 7 ^ f t y ^ ^ y ^ W KO 

o 

»*: 2^fc«iB^ij#^ : 1 r^SJiSjfcjHa^ttSDNAOiaiS 
K UOgFSlXfcu IS?lJ#-J§- : 2£fcteIS?iJ#-§- : 1 7 jftSSftfflEai 

(try $5?^ ^y^) ^tt^ftt^oTfcoTtj;<, ie?ij# 
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* SfMiS R N A £ ft Aft ^ y ^ xi- s - t as -c # 5 * y 5? * 

BWWfci:, *m©^ft<HH»lc(ii«4#^^WKio«ff 
tt, ^^^^^y^VXi-5r^^-e#-5^y^^ix^KiroM#ji s r 

2— 7 i >dfv'-D-y ^f— ^Sr^bTV>SsKy J*^ h\ D-y 

DNA, l*iDNA, 2*iRNA, 1**RNA, 3 fcfcDNA : RNA~ 
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%HbtitcWm(DhZ-b<D, *^y7<Dtt^tz.h<D s ;*?vWb&*Lfc%<D % l-f®^ 

(0»]*.wr, r*y^ y^i^ftif) ^oto, =^wh^ 

*»7m^^^^WK tt, RNA, D NA, fc^ 

mm&titcmm (rna, dna) t*&5 0 iifli§tifcM©A^i:tti± 

*-y =r* * ua-e, kt § K©^jg^t©^^ ( f f,^^^^ 

- 5 L ^^^^-e^#<*P^tt-C*3t), J. Kawakami et al. , 
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Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 

^fp-f-s «t 5 MfiK *Ky y ^y©,t?^y^^y#:, 

-K 3-/mftW *s*»f6>n«. iHfcfc^ft WO 3' **)SVM4 5 

o 
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15 * % JNr& tfcfcJMHK, IV ft, Jfflttft, flfiitft. Mlft* Wft^ j$ 

mm. ttm. *t&ft. Kttft, mmm. gmm^tn-nhmmmtei? 

20 5 3&i%WVX^Z>m-Z. &fc'Vtf&&Mi>*%i%K:< i\^tfsjgv^ Jgtt&tf* 
(l) ^t^tsgltiM^w^^ y-^y^ 
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^ ***** *fj*& Mil®, ipHk 

w<D?^s<?wfe, &m m<D? i/s* ? K^fgtt £ Pitt -5 -fb-a^b * tc f« 
fo<nmMw&&mm?zittemi&mm& : mtmk. (iia) ^^^^^f A 

±lB^^y-=^^5fe^*3VNXfi, Mx.ll (ia) £ (iia) (D^^^T 
707-717M, 2000^tc:|Bmo^*fc{±^ix^^C§^fe{C#or^J^b 

20 , Jtfei-^ 0 

^WtCtt, (ia) (1) *38§l§tf>* W?*«A (#lk EL0VL2) ©^JS^* 

CoA^rig^ &mmm*"eB&& £ n ©BOW** $ n^JilflSift Srtt ttj Lfc 
(iia) (1) *«iO^W^J A (^|j > EL0VL2) ©ISm^* * — 
25 ALfc*MS|(0#|ffiafc % (2) iflltet, (3) *«£jftfc^n=/WfcA, (4) W 
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^mt£b*) tm^btlZ* ^L<^itl8~24 «ftL<|«20 
£fcte22) (D^fp^^.Jf^VNbnSo ^b(C0^b<f^ cis-5, 8,11 
, 14, 17-eicosapentaenoic acid (EPA) % cis-7, 10, 13, 16, 19-docosapentaenoic 
acid (DPA) „ cis-5, 8, 11, 14-eicosatetraenoic acid (Arachidonic acid) ^ Ar 
achinonyl-CoA, cis-7, 10, 13, 16-docosatetraenoic acid N cis-5, 8, 11-eicosatr 
ienoic acid& ifjftSffl V> bHZ> 0 

CM, ^T~fSbfc#Jf («U Cy2, Cy3, Cy5 N Cy5. 5, Cy7 {T^x/\J^^ 

4 jr-y-j zz^xftM) ft¥) > ^/i^i^;*? ^ >\ 7/u^-U5/i?wy^->T 

£fffltjfcBfe&^£pfliJffiife®:K^i^/Sift C50mM y ismt* V P J±/7kM<(k-J- h 
V VJ» (pH6.5) N 5pM oryy mytmm) s 100nM CoA (jfo}te*fiaS) , ImM A 
TP, ImM NADPH, ImM Iftv^^^i,) ^ilL, Z.<DRj&m&96V U 

a (flu elovl2) «rffix^r£lb4fe*liij& Ms caomm) 

o *<D&, h^Pn»4%t/^i5l* ^fcla/iL 185kBq [2- 14 C 
]-yp^CoA (Amercham BioScience*fc)SrSS*PUXj»#i-5 0 
SrHarvexter (Packard) Srflll^TUnif ilter-96 GF/C (Packard) "ClllJ&f 3„ mi 
croscinti-20 (ParkinElraer) 20/zL^D, TopCount (Packard) tc«fct) 

> mntsinit cam) jgjKiioifawjgtt («, i4 c) ^aij^-r§ 0 

WjO^W^fA (M. EL0VL2) cD?g<|4 (« % fliJ!£@£ 
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±&Xfi»-^rjj8:t£#^Tft, fllfctf (ia) t (iia) (Dm&fc&^X 

<Hfc-feL7Mj§^£ % (iia) ^^©^y/^fACM^^^-^A 
10 Jfctfci-5. 

(^«tem#) ^v>e>tL5 0 fituttt, esifcri, cos7fe c 
HO«W&, HEK2 9 3« 1 MC F- 7 mj&ft ? (ommmmtm* v< m^h 



20 SM^aHto, JMtfAffiJ*. ttfetttm «b4b«U«tt'Uffift^«,^ 



£\ ±IB (ia) <£>#£iCjfc^T, *&2 0%£JUb % »4L<I±3 0%^ «fc«9 0 

25 na^i-s-fc-a-Wi vxm&Hrzzb&xgZo 

^b^^fctt^oifttt, Mx.fi, -<^h% Kteft^fc, -g* 
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j^b-e^u *mM&tm ttfettta*. vhtommmm. 

±0JW«<jfc:r±, Mz-it, (ib) ^W©*^**B 
««Biao*ffliiaJi5itiEai?SH4^ % (iib) *»M©^^<^ftBSrfifei--5ffi*«: 

_blB^^ y-=^^fe}c*5VNT«, fllfctf (ib) <k (iib) tf>^K*3V>T 
Srlfe-feLfc^i:, (iib) w«^jCB©|8^^^— 

tzm^E mmsmm &m^btiz 0 tiiLttt, cos7», c 

HOWJfis H E K 2 9 3 HB)i&^ if L < ffi V > ^^5, ^^y- 
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«itf, -LIB (iib) ^^fc*5tt6»ii5il{£5i?Stt^ % _LfE (ib) 
^it-<T, *j2.0%£Ui, ^L<(430%^ -fc&0*U<tti»5O%0Uh 

mm^^t^mmt^m^s *&w<D*>s<?WB<Df£&&vm-rz>4h&®b tt 

fc-^^fctt^-oiftf*, *>v«^ Ktete-S^ ^ 

a*, mg. wm, mm, nmm, nmm 

. mm. mmm, ttm, wjdi^ jhm& pma^ytttjfc. 

«^at^^^^|51#i-5^^*fc^^(D^(D^^y^i/^of c ^^^ 

^^^-ymatii, (iii) *mm<D#>'/*?n*&£.irzmj3* 
^^^Mt:m±i-^mti^m^^mm^mm^rz.m^b(Ditm^no^b^ 

iie^fete&v^ (iii) £ a v ) o*§^;i*5tt3, HfrSBjft^F-cDSSm* ( 
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o 

fllfctf. _hl5 (iv) <DWr-&lZ.&;tfZ>iifc^(Dftn&, -LIE (iii) O^f^it 

Ktt^b^, ^j&^i^k 3§®££s#k «ttttj$u fis^ttw^. gb««a 

fo<5 0 
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m, %m, mm, m±mm, &m.m, nm, smm, mmm, mmm, mm, m 
mm, m^m, mmm, mmm, mmm, $mm^ititmmm^ ^ 
(o&n^vs - utmm (^*b<«, $im, M±mmt£¥<D^V5-mmm 

<5o 

^SPS#©fcfew|l^i LTtt, Will ait&k ^R)fc£WIiv^;h, N 

ffiW*aw:»-jKaat«i, Btnmtm. wsmmzt&k &mmtft\, mm 

25 /Kyy/^— h80, HC0-50 (polyoxyethylene (50mol) adduct of hydrogen 

ated castor oil)] t£ Zft&m ttt J: V\, iftti Itft 09*.tf, =^#K 
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Ttt, ^^-fe/^Js &t^J (T^^/v) N ^#J&^M^£*k 

Omg, 0~2 5 Omg(D_hlB'^b^^^-$^ ^T v^§^ ^ 

Uskmy?) 7y K tys?, r>-^ N |sy 

^of^ffl, *f#i^<ft, 

OkgirUT) fc*5V^tt, — HR:o#tt^4fc*fcW:-t©tt[*j|l&o. 1~1 0 
Omg.^K^l. 0~5 Omg, <fc U < 1 . 0-20mgg 

e o k g ^ tt) tcs^-rs^, - 0 \^%mt^m^tM^(D^m o . o 

l~30mgil, ffSUiillO, l~2 0mgll «fc 0 0* L< tt#*J O . 
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7t^77^ b\ ^A*^, jJArtia^m s ttMffi&iffl (M 

\ ^yM^^t-h, 5— I7 7i//K "rtfy—sv, *;i/ J t7 i -/K UFT 

„ K^^/uy v-^^tf^ ^w^tr^ ^/Kfc^b^y >\ 

»\ >T!J/r*>f) , isx^v?-^, fuv&zfy^, ^tf-zr?^^ 

20 ^D^fBy, 5?Kn^foy % ^ Kn^i/7 p n^rpy, //l^c^ 

^7xoy, -f^^ — n-fdr^2 (IL-2) % -Y ^ — vf ^ 1 2 (IL-12K 
mmmm^ (TNF) % 3 0=-|J» ^^3n~-jjn!85:H^% 
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vttSsr-t—Hmmm <0-b***is^m) (Cancer Research, fg49^ 

% 5935~5939H,1989*£) , ^P^rn >mm& (i, ^^n — /W7tf 
— h) [Journal of Clinical Oncology, Hl2#, 213~225H, 1994^3 , $*fC 

^^ify-^HttO CfclRf±^*Lt±|BiRI*) , JBJ!&fm%&*(l (Ms ^ 
ay-^ls#^l/^$) [British Journal of Cancer, ^68^, 314—318W, 199 

, igf-i, %>z>wzmmn&wm-t-zm :: f-x~&z>TN 

(2) *&W(D*lss<?Ws t(Dn^^=f- K*f:^©I©ti 
(ii) ^^feftUiK^fbLfc^KO^ 

o 

_h|E (ii) K>^*fe^*5V>Tf*, — ^O^i#:dS*l8W©^ W^^SfONiSlfPSr 
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#motO^Tt±<, ^^F(ab') 2 N Fab\ 

v^n©W*ifeSrfflv^rt>«fcv\ ^7o^ hy- N f^jfe, a 

jjmXh^\ m.ftt LTte, T^fn^, f^fyy, -fe/Hn 
«ft*fO*»H©^ £ t Z> 0 1 Ik&fck 2 R»« 
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te^feK*fit#WuKrut» l«K-c*, < 6iww: J s ; <, BMAfcAJh**** 

o 

«K«oiWM(F)2: t tt*&tt*bfc*ftttK (B) (B 
/F^tt) , B, FV^ix*»o««*«rlW6U *»**©tftJ5C**fe*r5. 



WO 2004/002514 
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M^L«> Aft r=?i^f Ayx;y-fe-f j (t*S&fcfc % Bg?P4 9^38??) , 

A?I »g r«7WAy7y^j (MHfcffc, BS^5 4*m&fr) , Wl^te 

i'J^&j 31) (ES^»K. BSfu6 2#»fx) > TMethods in ENZYMOLOGYJ 
Vol. 70 (Immunochemical Techniques (Part A)), Vol. 73 (Immunochemica 

1 Techniques (Part B)K IrJ* Vol. 74 (Immunochemical Techniques (Part C)) 
s lUifr Vol. 84 (Immunochemical Techniques (Part D:Selected Immunoassays)) 
IHH Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods)), ft* Vol. 121 (Immunochemical Techniqu 
es(Part I:Hybridoma Technology and Monoclonal Antibodies)) (SX±, TjJy* 

fl«> huzm^ Ail*. im& msm MKftx mm. mmm. 
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'CT/JP2003/008036 



(3) m&*i*mm 

5 IBjkWlfa ; E;wes' h, l^f-^^ MJ , t^i?, 

s $^>\ -yj*. -^/K f^y^-^a teastts^ssui©*:^ 

^ft*fett*0*fS^^ KSr = - KtSDNAlfclimRNACM (*£^- 
%tfcatt-5 5 art*, 0IJ*.«r % RDNAtfcfimRNA©««, 

'f^m-^a^PCR-SSCPS C^VSy** (Genomics) , f5 
#, 8 7 4~8 7 9I (1 9 8 9^) , ^Pi/-^X. t^-f •tv'at 
^ • T;&7*$ — • • ih^^^^^C • • =1.—^^^— (Proceedings of 

15 the National Academy of Sciences of the United States of America) , M 
8 6m, 2 7 6 6~2 7 7 01 (1 9 8 9^) ) ft ¥ K X V HJfe-T 5 £ t &X*% 

PCR-SSCP^j; DDNAC7)^^^^^^tti$tL7C^«, M*-t£Jz 

20 j»« x a*. m&mm. *at* % 1S> jffj»*£ n ifiit^ 

■t-m, *»m^s mmm. mmm, m^^tatjkmmm^ 

25 (4) T>^±>-X7$}) jz? uj-j- F&^-tzmM 
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*iH*. ff^ Jffttft. HSflfeffi, ^EraK, 

±te:r ^-fei^aKy u*-?- K«r±|B©^B& • i&fcSU tf£SJ§#J£ ttfi 

fcM?LWji& 9yK #1^, ty$?, >>v\ ^5?, 

if) mLTlP^^iP^l^tscii^-efs,, ttTV?~fe^;*# 

(d N StrBBOT^-fev^aKy ^ K«r]*M&*fcf4y .Aft 

20 >^-trV;* y 3* * F©g^fii±, *ttfe£jft. «!-**f*, Jft-^/U- 

*y*^ KSr»#r5»^, -Jftftm^feA (M6 0kg) fc*5V^ri, 

-B^-o^^T^^-fei/^/Ky^^ix^K^O. 1~1 OOmgfiW, 
3 bin, KT^-tr^^y^^ud-^-Ktt, aa^J^^fettS^^^D 
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DNA«» jt ^H^|50f, % ^ ^ WA 

mk, *sra, ** % jTMi, fflaw, mm, *ft % mm* *tmsg 
, ¥4*Aft* mm* inn, ffiM«^»jiLflEmft^ofto7tt.MM ( 

-liRNAIj:, 4**P©#fe Nature, 411#, 494H, 2001^) JcJ(6CT 

^*P©^«fe (fcU TRENDS in Molecular Medicine, 7#. 221H 
, 2001^) fc2HCT, *»WO*y3K^v.^K©EW**fcRW.-bT«afr*-S 

K1"5RNA(D UTtt, tfi?^ Ate±o-C«I»f*n#** 



(5) ^^(o^^^ri-^ESjn 

ft, fltttft. MM, Wft, MM. ^ft, »m^, MM, MB 

(M, 7.h, *^ t5 ,* A ^ ^ ^ ^ fc#UT 
ftn«J*fctt#»q«j jfiL^rt^# N ATS*4^) left.*-*-* 
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#feP&^<0fc&<&ffij£/fe£: Ltfi, M*.f*. SEtWRU 4*&k F^T-l^jftSffi 

v^*k S^ttM&ltfRU ATSsltaL &ft&M£iJ, ttASIt^ £ffi&J* 

15 ^Uxf^yn-/),) % a^a-fJHK&ttSlI [0!U ^yy^-b80. HC0- 
50 (polyoxyethylene(50mol)adduct of hydrogenated castor oil) ] ^ t 
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t 0frtta**«-ett5-l OOmgSS, *©teO*l^-Cttl 0~2 50mgg 

-2 0mg/kgfrlgl #*L<ttO. 1-1 Omg/kgM^ $ 
fc0*L<ttO. l~5mg/k gftmmm&, l B l-5 0gg N «F*L<tt 

(6 a) «§PJO rELOVL 20fiHtfitfff fttt5ft#«4fclttO** 
r E L O V L 2 Offittpif^ «:|rt Sft^j tt% ELOVL2CjStt|at 

, mourns wm, ^mm, usaus. i§^ s 
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rELOVL2««aia#fpflifett*ft**j fi, ELOVL2©MPIt 

, i54ns, *atat % fftttt, naat*. mmm, 
mmm, *vtmm, mmm, mmm, mmm^tMskmmm^t^m^m • m 

(6 b) *mW<D Tstaufen homolog 2©fiH4|a#f^ffl^^5-fk«e^*fc»« 
©**-MTLTfcS*©TH» • feftfflj *J iUt Tstaufen homolog 2(D^P1W 

Tstaufen hotaolog 2©iStt|fi#^S r ^ r f Staufen homolog 2 

Wr*. IGStfftak fciftS, Pf^ £fjft& JEit*, RIKA 

. *tm*i % ¥ttjtt«, mma. jkm& ^pma*fcttjfiL«fffis»^^03js 

Tstaufen homolog 2Q«|fif^Ji^«^j Staufen homolog 2 

Mi, w^fttt, *at& was. jnwK, fflat«. mw& mm, mwm 
> ^as, **m& ^pm**fettifiL«riea5^^o« 

(7) DNAgfSft 

(1) *»SO^*ttDNA*fctttO«J|DNAm5#t h*9L»*, 
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(2) &t hmmwtf vMW}%>T*hz>m (Dmrn^m, 

(3) ^fy-mmw^^^tz.^yYx^^m (2) ie^osj^ *5«fct* 

sras&o&ig u<», ¥iBJte*fcw:g«fipiBi!a©ai»-ed»o— « 

Ifcfc, M^V^A^^^Wto. b V) t>ft-<? V * (0fljfc.HU ^itLT, C5 7 
BL / 6 «. DBA2»i:\ £»^UT, BeCSF^i, BDF, 

B6D2F 1 ^*fe, BALB/cm ICR«^) ( 
fclfcti, Wi s t a r, SDfc^) i^Sgf •£ LV\ 

*38WO«feDNAttt, ^' I ifLWJ^^^ U xV^S^PJ(DDNA 
^BIO^DNAiLtft 7cO*3SMODNACDiaa£BayiJiJ:SS (flflfctf 

. ft****?) #£cfct>*\ *fw&tef4,' aato^Hip, flw>*G*~© 
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5 ifei*©fe©T'fcott>j;l/\ *^^^DNA^*f^g]^{c^^$-tir§^fe^i 

10 if) Et35fc<Z>DNA3r3gm£*5 5#®^n^- ^-OTJSlu, *»tfDN 
©DNA^*»a^5DNAft^?L»«|>Srf^ai-f-5ii:*s-e#5. 

*»wo^^^K©«a^^-i: um ^lift*^^^ k, fern 

20 ±|E©DNAMliWi5^D^-^-iLT^ 08*. fi, (1) *>f/W* 

(2)^-ffii#?LWj#5 (k K <7-y-=¥, -r^ N aa^^- 
25 I I % ^n^^^^I K X7^^- if, y * p aK^n?-^ x^K-fey^, f£ 
7^=7— if, jM^tR&SfefifeSB-?/^ ^7fyKl, K 1 0:fo £U?K 1 4 N a ^ 
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V fr^fURttB^ I'JAi't^-fBi/y^ (— jKteiT i e 2 bV&Zft 
5) , V $J*T7*S ls>3 V >&ttmm (Na, K-ATPa s e 

) > -^-n^^ ^i'Hi^ ^^oft^yi^i^I IA N j^n^n 
^imm^^H\f^—, MHC^^IM (H-2L) N H-r a s 
5 n ^=>\ Kw<§yB-*»ftJ|*, Wfttt^A'ttS'jr—'e (TPO) % ^ 
^KfUMB^-ia (EF-io) , i37^fy, a»J:t;j3$^ym 

i, %.&y*?v> s urn^mn (vnp) n Mr^^Kpa^^yh 

la (EF-ltt) O^n^-^- t h*5 J;t^^l7 h y j3 T^^^^o^E— ^ 
#£L< % !>^^*5fe*3J;t)«#ant?Li&^A3te(^#DNA(DBa?iJ^ 
20 7-Y^y^v/^t;K ^^^H^ H^DNAO^^hn^—lfpjfc^Sr 

25 ffjfc WMJfe, ||ifgJI&^DNAi3J;tJ«rlJJiKO#«yyADNA7 

V X V) f J ^DNAfD^T&SVMi — pFB L~C N ^fcteffi^ ME. ^ 
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«»IR*«»ate»»4fefc*5V>T*3ab5*DNA3V^ h£LT, tuts 

o 
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* >v< ? SC<£>i| A03ejR Sr^-T #B O * w< ? jf ^ gBig-f- 5 & j& te: 

mm. mm.m. mmm. mm, mmm, ^w, m^m. mmm. m 

lT«^ft5r ^stli^^o £<b^> g ift£1-5^*DNA£ffM(D:/^;* 
fr*BISO^Tm#ffii-« «t 5 i^M^tb&o DNAfe^cDf^ttltt^cOE^iajiS 

15 m^^xf^m^<D^x^mm<DmnDNA^-r^^t^M^-r?>o 

20 *»WO»flrDNASr^ri"5*t MfcJLfMfett, ^3J§<&AttDNA#i*i»9l 

W^^^JC^amiaS (dominant negative^) ^WFrfr tt'r )V h &3 0 
**M©^*ilfl|fDNA^fte^**fcHl?Lt(i4feW: % ^ftbfc^BJco* 
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^fomzLtt-t z>^m • mmm, mm. m&mm. &m.m. 

wm. mm. mms. mmm. «*> mmm. mmm. ^mm. m 
mm. mmm. $mm?iit\±tommmtj:z<Dm<D^®'t£mM<Dx?v~-^y 

(2) m (o d n Ammm comM * <d d n a & u < « r n- a <tr WMfttir -r z> a* 
io % tfd^DNAia DM^fc^f Kiii^Mts - 1 (as, *mm<o 

M^ffomtz ifz-gtt. jf$m<D* >'/<?mzm&-fz>mB<7}%hmmtk&m'<z> ^ 
20 tfrxz, &tc s ^mn^^^^^m^mm^^m^/v^m^^^n^i: 
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(8) y y?Tt? YWfa 

*»3HHu *»IB©DNA*TOttft*ftfc#t h>#fL»l^K#»*5J:W 

(1) *»W©DNA36S^Stt^:*^fc#t httM«ijB#«M^ 

(2) iDNA#>*-^-i^ ^^^^^-^ h^^-ifjt 

0) ^^^^y»ttx^5B (1) mmm(Dsmmm, 

(4) Mt?L»*is^y*»*T?ab5» CD mmvmmm* 

(5) ^ytiwvt)^^^^ (4) Tgmm<Dm&m^ 

(6) ttPJODNA^^«^fciDNAW^t «?l»J^ 

(7) iDNA^^-^i^ (M. ±fim&&<DI3-tfzr? hf^—em. 

(8) *t hmttttfts^mtt-cfc** (6) 9HBtt®#b h**Jb*. 

(9) ^ytft^vjr^-efcsf ( 8 ) mmm<D#i\i hm%mm, xszt* 

(10) m (7) 9Cegfc*>gb4fet^ Wfcfl^tt«r»#U ^--^H*^©* 
»**tt5*5SW © D N A A*«Jte***Jp * « ^ta^ DNA©M 
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zm. <9 h bfc 9 , * — fc£V^rc^ y vcD^^ai-^ i £ 

£f^£1-5^Jl»iifc^ fcSV^tl a cZ (j3-;*f^ h v^y-if *fsT- 
15 ) , cat n ^Ay^^n— /VTirgvl- h7>^7x7- ifft'fK^ 1 ) Srf^ 

t -r z> v # — y — jte^^ a-t s^ttctD^y^ <e>*bi g sr^s-r s a\ 

Sr^t'#/j;<tSriiaot, totted £ 5 KflNgbfcD 

20 NAiE^J^-r^DNA^ (£*T, Z—fyT* IsJf^t — t fl§fEl--5) Sr. 

y y^if— v-a ^?^fc5v^iy--y-/7^ >- y — _b(^ d n aie^iJ tf — 

^IHi|amx.fe^{-i; ^^B^CODNA^^^b^-^STcCOESlfflJ^^ b 
Tte. 00*. tf, ifr^tDj; 5&l£^#:££;ftfck<7)£J^T& J: < > £fc<k£Q Eva 
nsirKaufmanC0^jfe(C^b-Cffb<#5i:bfc'b(D-r't ) J:V\ v-)7©E 
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si$m<Dm&. — jR^^tti 2 9%k<DEsmB&&mmistix^z>&, 

&mbi>*t£EStom&&ft'pZ ) tei!<Dn&}X-M%.tt. C5 7BL/6^WC 
5 7 B L/6<DWm<D{>t££%nBA/2 b<D&mfc£V&mLtcBI)F 
5 (C57BL/6i:DBA/2iOF I ) SrffiV^WSCbfctO/i^t A# 

fclzMZ-X, C5 7BL/6v^Srftl^O©-e, C*b£Jll>T#feiLfeE 
SM^^y'/^^^^tBUfc^ # % C57BL/6v^^/<y^^n 

10 £T*OTJK/BV>#3 0 

20 TV^©te:*tl,T % l3D^it©ES» %5 0l) X&tt<DX\ Jg* 

10 0%^u^ W&oK<o4to96tiR^^)n«-bSNI^«^»:. ESi 
m<D3gfc^-%; y?TV Y Lfc^, jEJj?*|Bfl& (09*. tf, ^*:*^B:Jfe6#4fo&S2 
n = 4 0fl)5») tSt^^n- ny^f^r £/^M£LV\, 
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fif, S T OffiMWUfaO) <fc 5 — JBHISJi-e L I F (l~10000U/ml 

) ft&T\z.mmjf m&v<te, 5 9 5%^ta5 

5 N 9 0 "t?$J 3 7 •C-CKf 5 ft k*<D%mx~i%m b 

5 % ifWfctt, Wttf, h y ^^/e DTAHi Giffiro. 001~0. 5% h ]} 

WO. l~5mM EDTA, L< f**&0. 1%> y EDTA) «L3ffiK:J; 9 J^BIS 

^cD^^^cD^tvl^b^^S^^^Blfg^fc^ CM. J. EvansRtm H. Kaufm 
an, Nature ^292# N 154 JC X 1981^ ; G. R. Martin Proc. Natl. Acad. Sci. 
U.S.A. #78# % 7634H\ 1981^ ; T. C. Doetschman £>> i** — • • a: 
15 is?]) *-P2*- • K • ^i^^^y ^ V^/U • ^rfry^vV— , f&87# % ' 27H 

„ 1985*£] % ^P^OESf«^^b$^T#^H^^PJ^DNA^^|ffl 

25 J; t) ^ -y 7 1 «f * — ©*3SM«) D N AtfS^fkft; $ HfcD N AIB 
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Sl-^**M©DNA^fco^Jia^oM#^fe«^$tt5^^7»J'fe-T?ab«o 
liffifeds a^>^j \zMgt&1m 7Lfc$:mW ©DN AJS & h ^BJ^-vm^t £ 
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(sa) *mM<DnNA<Dxm*mm*¥frm®i-z&m\z.tt\.x^m • 
Wb^tLta, ^<^b\ & 

xh^\ 
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fftt, *tm^> wii, h»& % jha& 

10 mftOJhlB&JlM&lfttfjft 1 0 L<{^3 0 %U±s i^*L< 

vm.tvxii, &m^mz.w?mistiz>m m. mmwt. warn**?) ^m.m m 
mm.i>w&^\ ^©Mtiutit mz.it, mwm wx.&, mm, 

25 V^*l£ 0 

{*"t?Lt!l^ (Will 9yK ^/IHE-y K ^ih=¥^ t^i? N :/^r % r> 
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Okg^LT) ^)fL^a#fc*3VNT« N -9l:o|i^^0.1~l00 
mg, ff4t<fi»l. 0~50mg % J; b< 1. 0~20mgfe# 

k g £ LT) OjL*A*teft#-f-5*&. -Hfco**fc^**&0. 01-3 
Omg,ff*t<ttfto. l-20mg, ±5ff4L<tt«0. l~10mg£ 

NA^i.^^^^^^g . ^ (!1<J . 5 ^^^^ ttm-^Hte 

— ea^TF (1 a cZ) , RT»tt7^* 5 7*^7 7^ ^lfirP4fcJi^^7 
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-#7^ b^-ifit^ (1 a cZ) T?BifeLTV>3$§^ *$&BM<D? 

•Vifi&mrt-Zo fi£oT, Wtll 5-7 ? n^--4-^nt3-3--r^Ky/V- J 8 
-^7^ff7y^K (X-gal) <D£ 0t£ fi-tf?? his?—' WmWtte 

-km*, (pbs) -e^^, x-ga \^n^mx\ sau-fcria 7°c#ia 

T\ fa 3 0^ftV>Lm|||lKjS$*fcft % m^lmM EDTA/PBS 

«fcv\ 

-lie** v -~>y*fe*m^xmhfr%ik&miztz.\tt(Dm^ ±i3u^ 

#*Ul\, ro#)fctt[tUT»4, M^ifi, (Mitf, %gfe % y^m, JMb 

o 
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mm. mmm, ttm* m&m, wmams mmm, mmm. $mm* 

finffLSjfe (Mill ^e/WE-y K ^f-^, fcys? % :/^\ r> 

Wb^*4fctttotoft#itt, &#*f#u 

*5VVCB\ -BCofiM^O.l-lOOmg, #*b<wa»i. 0~ 
5 0mg, J:9«F*b<tt#&l. 0~2 0mgSW o P«HCtt#i"«» 

mk&mv i @^t»ft^ «Miftaott^5^ m 
-esiStafeA (eokgat) ©A***^^**^ -nfc^mt&Vo 

*mo. 0 1~3 0mgS^ 0tL<fi|S)O. l~20mgSt N £!>$f£b 
<te^O. 1~1 Omg^^»^(cj;i9^i-5O^0tP^fc<5 o ^cd 
W)M<Dm&h, 6 Ok g^fet)fcife3f bfc**S#i-Sit^t? 
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^^♦^vnt, ±as^T^y^^^^iii§^-e^i-s^ > iupac-iub Co 

mmission on Biochemical Nomenclature Z > \,^fe^z% : ft}^lz.$5l l f % 



DNA 




c DNA 




A 


: 


T 


: ^5: ^ 


G 


: ¥T=-Z/ 


C 


: h 


RNA 


: vtfmm 


mRNA 


: ^ yirv^^— y tf&Bfe 


d ATP 


: rt^->7fy -»-H y V 


dTTP 




d GTP 


: 7t^^7; v^Hy ^ 


d CTP 


: 7t^^^f^y£!J vgft 


ATP 


: 7fV '>yH!J 


EDTA 




SD S 


: Ft^/MM^ h y t> a 


G 1 y 




A 1 a 


: T9~> 


Va 1 




Leu 
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I 1 e 


: 4 ya^^y 


S e r 


: -fe ]} V 


Th r 


: 


C y s 


: v-^tM V 


Me t 


: 


G 1 u 




Asp 


: 7^^7^^t 


L y s 


: V 


A r g 


: T/^=¥~^ 


H i s 


: t^^v?^ 


P h e 


: 17 m n/VT 7 = 


T y r 


: ^o-^^ 


T r p 


: hV^b^T^ 


Pro 




A s n 


: 7^7^ 


G 1 n 


: % 1/ 


p G 1 u 




Sec 


: "fe i/^^T^ 1/ (selenocysteine) 



20 ^fd, ^TO^^T'^^tLsems, i*«36*ja;tmsisrTiB©iB*"c*iB 



Me : ^^;V^ 

E t : =c^/U^ 

25 B u : -ff-tV& 

P h : 7x=/H 

TC : (R) -7J/V^>^5: 

To s : p — Y )V^-ls 5^ )V~7 =- ?V 

CHO : jfc/U^/V 



10 



15 
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B z 1 
Cl 2 -Bzl 
Bom 
Z 

C 1 -Z 
B r -Z 
B o c 
DNP 
T r t 
Bum 
F m o c 
HOB t 
HOOB t 

HON B 
DCC 
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2, 6-^pp^;1/ 

2 -yp^y^/vt^v'*/^^^ 
i - 1 Ko^i/^yx b i; tv— jv 

3, 4— i^fc Kc- 3 — t Kn^>-4-^y- 

i,2, 3-^^y h y 7i?y 

N, N' -^V^n^dp.V/V^;/>#i?>r 5 K 



m?m^ i ] 

20 EL0VL2O75 / tffi^J tr^to 
CIH^lJ#^-: 2] 

BE?lJ#-§- : 1 •Ct^tl5T5/tIS?iJ^ft5ELOVL2^3 - Kt5DN 
CBB?IJ## : 3 ] 

25 ELOVL2^n- Ki~-5^5t^^tpD N AOM.mm&l&wi't. 
CIE?IJ#-§- : 4] 
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C@B?iJ#-*§-: 6] 

mmm 3 -eflii^twh;^^-- ©*fci£BB^*^i- 0 
cia^is-^ : 9 ] 

Cf S?IJ## : 10) 
CME?iJ#-5§- ill) 
WS?tJ#-?§- : 1 2) 
15 Cia^lJ#^- : 13] 

mmm 4 43 £ u? 5 t?jh v ^ & titz. ^xia^o *^-t-„ 

CIE?IJ## : 1 4) 
[gB?lJ#-!§- : 15) 

20 mmm 7 xm^bfrtizf? << — (Dm.mmm^-r 0 

CBE?lJ## : 16) 
Cf S?lJ#-S§- : 1 7 ) 

25 A^^ga^J^^-fo 
CIfl?lJ#-*§- : 1 8) 

S TAU 2&=>- VirZ^Wi&te^&^tf DNA(&!MIE?iJ£^-r o 
C@a^lJ#^- : 19) 
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: 20] 

mm®) 1 1 x*m v n e> tift -7 =7 -r — <Dm.mw#\\ & ^-t-„ 
cia?ij#-$§- : 2 1 ] 

CiB^IJ## : 23] 
[SE?0#-i§- : 24] 
CMB^J#-i- : 2 5 3 
Cia^lJ#^- : 26] 



mmmi 

(1) &SSlp53^* — < 
I?£Mp53 OiiRM^n K ^ATG<Z)A/>>> & £ T524# g £rG/^ A fclg& b 

5) ^UlLfc, SF&MP53 (WTp53) (Genbank Accession No. AF136270) £rpc 
DNA3. — (Invitrogen) (DBaro HI- Eco Rli^^T M£ii£.^&^ N pcDNA3. 1-W 

Tp53-^* — £r#fc 0 -C0pcDNA3. l-WTp53^* — ^mUt LT, _h|S2ffi®cD 
7"7W^*-£H££jL N QuikChange™ Site-Directed Mutagenesis Kit (STRATAGEN 
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E)?rffl^X^Mp53 (MT P 53) frGHF-fctfaRLfc. ^tt^nba^ft 
ofc 0 ^2l,£BamHI tEco RrcfMISlfcfc&SU ITO*T*Q.JgUfcpIND vector 
(Ecdysone-Inducible Mammalian Expression System (invitrogen) Jdjji. 
pIND-MTp53 vector£r#£: 0 ^©^S(p53tt, 175# gtDT^y MMB^'J 
^\ (R) ^fct^^^(H)tcitiftLTVNS 0 ayfn-y^LTf 

£3lp535ftfc^£:pIND vector (Cia^ii A/ fcpIND-WT P 53 vector Lfc 0 &5 

—if) ^^.a^-iA^tL/cpIND-CAT vector (invitrogen) tj^ffl Lfc 0 

(2) £^Mp533&^3§mtiM^lfc0fl!& 

p53^j7s:^bTVNS^SA/fe5fEKBj8Stfell299 (ATCC) £601!^ — W£4xlO s « 
SU — BfeigF*^ Fugene6SrffiV>T % ^nfa^H^V _h|B ( 1 ) "C 
#£>ftfcpIND-MTp53 vector, pIND-WTp53 vector, pIND-CAT vector^. pVgRXR 
vector CEcdysone-Inducible Mammalian Expression System (Invitrogen) 
mm £co-transfectionbfc 0 4 Is*!/ (GIBCO BRL) ^Zeosin (Invitr 

ogen) ^rtL^tbcDjl^(7)^A»^H1299-MTp53, H1299-WTp53, *5<fc 

t>Hl299-CAT^51tRbfe 0 £>H1299-MTp53, H1299-WTp53(D^fe|8^|c« % 5y 

M(DMuristerone A (Invitrogen) ^QX\ Ztl^tl, MTp53*5j;TJ« WTp53<E>3&S 
^ff^^tx^ i t £rCp5337L#: (Oncogene) &rjfj V^T 17 rc ^ ^ is^u v =r 4 1/ 



(3) GeneChipfi?#f 

**&53fcJ:oT»a»l2»$n53ierF»*Wfed*tei-5fcje), 5yM Murist 
erone ASrSfe&n^ 48H#W^COH1299-MTp53, H1299-WTp53, H1299-CAT^bgW»ib 
fctotal RNA£r$lBf<b GeneChip (Human Genome U95A, U95B, U95C, U95D, U9 
5E; Affymetrix*±) &JBV^fcfc^fMWf SrfTofc. 23«£©jEflMfl» 

a»&ttM£*Lfctotal RNA (3gl) SrWiU IBI*»-3»eTF*aSWS:fTo^ 
o ^»*-«fef4 % Affymetrix*±<£>^lifc^lt# (Expression analysis technical 
manual) m^o7c 0 
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&Mmp5Z<Dm$L&WimVitm299mX& (H1299-Mtp53 (48hr)) 121*3 
V > T , j^£M P 53 <Dm%L&mm b fcH1299*H flS*3 «fc t*CAT<B3&S £Bf *S L fcH1299&B 

CH1299-Wtp53 (48hr)feJ;tj? H1299-CAT (48hr)) fclfcttU 385WS*i;bDLT 
V^it^f-i LTEL0VL23t£H=-£j! 1 fflLfc o no3t^FttJ3g N 
5 »T?»4.-t«>»3i*^tftttJI»*£JtT-C*)ofe (^2) o 



£l 







M^5n 






Clontechd 


10 




Clontechd 




mm 


BioChain Instituted 






Clontechd 






Clontechd 






Clontechd 


15 




Clontechd 




rt-r* n-Hr 

Jrfls 


Clontechd 






Clontechd 




JM 


Clontechd 




MIT 


Clontechd 


20 


Jflf 


Clontechd 






Clontechd 






Clontechd 






Clontechd 






Clontechd 


25 




Clontechd 




if 


Clontechd 
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BioChain Instituted 






Clontechd 
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^"EW BioChain Institute*! 
3M Clontech*± 



m2 

5 MM frS^^** 







ND 






ND 






ND 






ND 


10 




ND 




WJMK 


ND 




"all K3E 

Suw 


ND 




Pre Piit 


ND 




ttttnife 


ND 


15 


MW 


ND 






ND 




n | _ 


ND 






1. 5 






2. 5 






ND 






ND 






ND 




w 


ND 




aos? 


ND 


25 


*JS§ 


ND 






ND 






ND 






6.6 




H1299-Mtp53 (48hr) 


2. 6 
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H1299-Wtp53 (48hr) 0.9 

H1299-CAT (48hr) 0,_8 

ND; not detected 



HJ£#|2 

t h^i^A/.fL^A/^it/J^^/^^^^cocDNA (Biochain*±) 
10 K±m, &nmMi,&%kfirst- strand cDNA (Clontechft) &#£M£ LT 

: 7 ) v ^PCR^jS £ff 5 - <b K J; «9 N tfs A4af$ £ lESMi^-ecoELO 

VL2it^^^m*ib^^fTofc 0 ^(Dg*. EL0VL2jtfc^-tet h^0^A/.?L^ 



mmm3 

20 Genbank NM_017770tC|B^ £ ttT V n 5EL0VL2it>g^-<Dia?lJ tr^C LT2 11© 
-79 4 (gS?lJ#-*§-: 8*5«fct>WlJ#-^ : 9) Srf^fifeU pyrobest DNA polym 
erase (SISat) %m^X5nM. Muristerone A3r»] LfcH1299-MTp53 ^bil 
LfccDNA^r^M £ LTrcR&^DNA»nK-«r&fc: 0 -©*^Jtf#:fe«fcT*pCDNA3. 1 
(+) plasmid (Invitrogen) £r N 01 ISS^REcoRV** itWotlt^BJf TaKaRa Liga 

25 tion Kit Ver.2 (^t@at) £^T^£^ ^bttfc^^^^ KDNA&^fcl©* 

fefrh-?*7*% K^rttttlbv'—^^Vi?— (Applied Biosystem*±:ABI3100) £ 
JSVMM ^ir- MFP^^SSB^J^^b, S&^l^tBIS^^,^^ ^ — pCDNA3. 1 (+)- 
EL0VL2Sr^Ufc o 
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( 2 ) EL0VL2itf5^^ X 5 ftM&£ttgb:£ 

6 v =c ^ is— h m , t h A,mmmcF7 catco % t h ^^^^1299 < 

ATCC)Srl.lxi0 6 ^i»O»«U FuGene6 (Roche) V>r^©^ 

u bn-;l/ttV\ -blET^#^tbfcpCDNA3.1(+)-EL0VL2jo t tTJ?pCDNA3. l(+)-LacZ 
(Invitrogen)&2J*ALfc 0 — 8fe#F*|gK i?*^^ ^ (Invitrogen) SrJffififc 

^U^^wvtu^ (SIGMA) mm V x#/us*st*v>y htno%K 
3 «fc 5 ^ / — U -ttbSrPBSt?100ffiFlJl#JR bfc "T?*MS&M 

T^V tr— (Media Cybernet icstt) "CS'J^ bfc D 



-t©*^ MCF7*PWafCpCDNA3. 1 (+)-LacZ£i|f A LfcS£Offi^&100% £ 
. pCDNA3.1(+)-EL0VL2^^Abfc^(7)®^{il70% (P<0. 01) t?fcofe 0 H1299£i 
flS^pCDNA3. 1 (+)-LacZ£rigA Lfci¥<£>ffi3*&100% fctSi, pCDNA3. 1 (+)-EL0VL 

2&m*.i^frm<Dmmm3o% (p<o.od t?feo^„ 

EL0VL23t^<DT^ h — tsXfoA&lrmm&mVr-t-Zliilto^ EL0VL2T^^ir 

O) SrtSltr^ phosphorothioatefb^y =?5t? U^f- KSr-g-J&l^ HPLCffSg 
L^T^AsfelfclCfflV^fc. (Amersham Pharmacia Biotech) 0 3 V h n — )VHr V =^ 

■S- : 1 1) ^l^^phosphorothioatefcU HPI£ffifjKLTfl!V^ (Amersham Pha 
rmacia Biotech) 0 
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m*.Win\Z1.5xlO*m<om&$:24t7^;vyis*-h (Falconet) {CfSLt, ^-y 
=*3* ^ K^A^ttOligofectAMINE (Invitrogenft:) U ^©/n b 

= — /WCfl&ofc. ^A^20B#P^-eRNeasy mini kit (Qiagen*±) <D7*n b=t— 
K^oTRNASrttffib, TaqMan Reverse Transcription Reagents (Applied B 
5 iosystemfr) cDNASrif Lfc 5 2i©^7^v- (ia?lj#^§- : 12 

^J;-a?ia^lJ#-^: 13) £fflV>TEL0VL2stfe^O3§^*&, ^fclfiE^c&fCTa 
qMan human /3-actin control reagent (Applied Biosystem|±) Srffil^T 0 T 
^^MMISrt^U ABI7700 (Applied Biosystemli) -^^T/WC^ 

10 SYBR PCR Master Mix (Applied Biosystemft:) £7. 5 M U -blS-CP^L 

- (ia^J#^-: 1 2*5j;t>WlJ#-8- : 13) £#0. J; 5 tcfll*.. 15/* 

ltf>$*£Lfc 0 PCR^J&te, 50°C2£\ 95°C10#<^ N 95°C15# N 60°Cl#©lM 

15 & Lfc 0 

B g^Cell death detection EL ISA (Rocheft) £JfV^T =t ^ h n — ;VOr V =fi> 
Af-^/l^JtifcLfc, 

•^W^, T^irV^y ^A^20B#^T?EL0VL2(O^ (RNA) 

^y^^l-^K^AH# (100%) ^J;b-<56%^/>L 
TV^c, iAt3H |T'©73K h-^fjny hn-;U (100%) 

0%(C±i*qLTVNfc o 

-tL i (9, EL0VL2O^^^»lj-t-§ «h^^«f*T/K h-v^&jge- LT|fflJ3S 



20 



25 



mmm5 

( 1 ) EL0VL2i*^mMCF-7^J^^CD^# 

6?a^;/W-M^ t h?L^A4fflJ&1*MCF-7 (ATCC) «rl. lxl0 5 ^S Lfc„ ~ 
m%m&, FuGene6 (Rochefr) Sr^V^T, ^ife^!l3-e# b^fcpcDNA3. 1 (+)-EL0VL 
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2^r^Abfc„ — mm^&, V^^Ji/l/ (Invitrogen*±) Sr«p*fifciP^.3 0 W 

5 2!>^^^fl|bfc^(Dp ^>lr>^/^b»^H]l|3lL. RNeasy mini kit (Q 
iagen|±) £r/B^-t$S#(7):/c2 h =i— /Wc^oTRNA^Hifctl TaqMan Reverse T 
ranscription Reagents (Applied Biosystemft:) ^ffll^TcDNA^rflMLfCo 2fl| 
(Ozf^-i^— (IB?lJ#-5§- : 12$d£lfm$m-%- : 13) £^-CEL0VL25t^tf>3§ii. 
4§r> :£;fcliIEOfc#)&£TaqMan human j3-actin control reagent (Applied Bio 

10 systemfcb) £ffil^T 0 T ^^gm*&Jt,& - £ £ U ABI7700 (Applied Biosy 
stemth) (D-*-=LTMZ%£\,^PCR%ft^>tCo EL0VL2mB^<D^mA^mi^ir 
<DtMRjfcfctetfZ>fc)fe%&(Dffi.J&te s SYBR PCR Master Mix (Applied Biosystem 
*±) £7.5 M l> iilB^MbfccDNA^^T 8 !/- b^^0^W7K-e3f&lcl#^Ufc 
t^^jul, 2t(D^7^-7- (@B^IJ#-^ : 12*5£t^IE?lJ#-?§- : 13) ^#0.5^M 

15 t^5J;5(d0i, 15/il(D^*t Ufc 0 PCR^fi, 50°C2^\ 95 o Cl0#<D^ N 9 
5°C15S\ 60t;i£-<D1^^/l^40[H]«3gLfc o EL0VL2it^<D^m*« )3 
^>-^»T^Eb-CJ:bKbfc 0 ^<Dffi^ MCF-7lmmWktt>mVX, 26m, 34 
{§OELOVL2^^?i.^^i-^3J3at*^2ttil^ U • : etL^tLMCF7-EL0VL2-C2*5 J: D?MCF 
7-EL0VL2-C12i^ Ufc 0 

20 

( 2 ) ELovi2WimmcF-7m^m-v<Dmmmmm(Dycm 

_h|5^Jfe^ij5 (1) T?^^bfcMCF7-EL0VL2-C2 > MCF7-EL0VL2-C12*3 <fcmiCF-7 

mm&ixiom-t^ev ~/is7>u— Mcjsauto lB^^mBm^ceii c OU n 

ting Kit-8 (mtHtm £/JlV^ ^ofn^/W^VV £*ffl«fc£:fHiy b 
25 £:„ -?:(D^^: N MCF7-EL0VL2-C2^J;T>*MCF7-EL0VL2-C12^ia-T?{iMCF-7^J^^it^ 

o 



( 3 ) Eiovi2mmmcF-7mm^x<D^m^^tj:m^mmm(Dji,m 



WO 2004/002514 ^^CT/JP2003/008036 

86 

D-MEMt^Kfj (invitrogenfr) $&3fc£iIS«fc t> 2«a^»£^tfaKfc*#U 2 
xD-MEMJ§±ftSrf^Kbfc 0 -tL^1.2%T^n-^ (BMA^fc) *tt«r«Jo*., 
^0.6%T^P-X/lxD-MEMi#ife^^b, 6* s/l^W- f ^3mlT 
, aaiT?15^MiMlU 0.6%*^i(f«!tfmUfc. -tSBllife0!|5 (1) TffeK 
5 LfcMCF7-EL0VL2-C2 N MCF7-ELOVL2-C12*5 «fc t*MCF-7*ffl|j&&l. 2xl0 4 -f@-f oH?§ L 
fc2xD-MEMi§±&tCl N 0 .7%T^fn-^ (BMA^fc) mRfcJMftl*. (**ft0. 35%T 

% 3felcf^«bfc0.6%*3cJ(ptfiJij!:3iniro^ffiU ^i&-C15#rai§Hfi 
U0.35%*5c#ffiiSrf^»Ufc. itL§r37°C N 5%C0 2 ^ ^^a-<-^rt-C3aiW* 

io mtLtco 

*<D&m. MCF7-ELOVL2-C2*5j:t>*MCF7-ELOVL2-C12« > MCF7«(CJt^ U a 



6 

15 ELOVL2il5^mMCF-7|tfflJiS*-e^MAPKCO V V^b^/Cil 

«M5 (1) T?^bfcMCF7-EL0VL2-C2, MCF7-ELOVL2-C12*5 £ 0«MCF-7^fflfl& 
^5xl0 5 f@-rol0cmv-ir-l/^SaL^ 0 4|fe*£t|^ :7°n^T-i?V 
— £bT20mlfcfc<91^<DComplete Mini (Roche*±) 7*X?T? 
t'^— i bT1000:ft-CD 1 4(DPH0SPHATASE INHIBITOR COCKTAIL II (S 

20 IGMA)£^^RIPA ^-y-7 7 - (50mM Tris-HCl, 150mM NaCl, 1% Triton- 100, 0 
.1% SDS, 1% Deoxycholic acid) &200 M lfo^D U jNeiSSrtt^ Ul. 5mlO 
^^^^-^fcAtLfc, rttSr^T^^^n-^-^a v 30 
^f^^^r^— > 3 >Lfc^ 15000n>m-C10^ra3SiCM^ ±*^#fc 0 Jh?*tf> 
?3 IfU^r^z: «9 ^ BCA Protein Assay Kit (PIERCEtt) ^V>T^#7 B n h=r— 

25 fcttH*>v<**«:HfcLfc. ^«9©±tf^Laemrali Sample Buffer (BIO-RAD 
) SriP^ % 95°C-C3^^>-^ rL ^ M ^^ o ^^^t^^^^fcfy^n, 
, SfetC^VNSDS-PAGE, Western blotting £r?To fc„ Blotting $ *Lfc* ^ 1/ >- 
ttJ^fcflgVv/ny^^Lfc*, -fttt^tttt-^^^tty ViMbMAPfiftflc (Sa 
nta Cruz) "C x — &&#teperoxidase-conjugated * IgG#C#: (Jackson. I 
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ramunoReserchtk) "CRfS**, ^tHfiECL Western Blotting Detection System 
(Amershamft) Tfrofc. £j5fcfc:fEl\ ^stripping — & 

MlAPK&fle (Santa Cruz) T? N -^^frttperoxidase-conjugate 
d ^7t'y MgG&fle (Jackson. ImmunoReserch*±) tfcffifiiECL West 

ern Blotting Detection System (Amershamft) T*frofc 0 MCF-7#fflja 
KlJfctfcU MCF7-EL0VL2-C2*3j;mjCF7-EL0VL2-C12T*«, MPK<D V ^mt&jum 

(1) FLAG tagtt#»4fe£S-<**— 

2«©^9>r-r-Sr|9:tt- (@H?iJ#^-: 14*5 J; tfgS?!l## : 15) U ^»J3T*# 
k*L*:pcDNA3. 1-EL0VL2 ^template £ U ExTaq(S«5t) &^fcPCRKJft«rfT o 
fc- KKlSli94t 94°C 10# \ 55°C 30#\ 72°C 1^30#O^^^/W 

Sr31|Hl|ft!3agbfeo »6>tbfciitta*«rXbaI, EcoRI^Bf UH«*T*$0»fLfc 

K-<^^-p3xFLAG-CMV10 (SIGMA ti) -TaKaRa Ligation Kit Ver. 2 ( 
^ig3t)«rfflV^T*fAU ^^^5 K^*-p3xFLAG10-EL0VL2£#fc o 

(2) EL0VL2Oflgi»iftJ£ft^tt 

^**--x^j*x#~$m&&mjmxMomBm (atco ^locm^v^^^ 

(axl0 6 f@iSLfc o -|fei£*«L FuGene6 (Roche*fc) Sr^T, _hfE ( 1 ) "C 
#bnfcp3xFLAG10-EL0VL2^fc{ip3xFLAG10-<^^— (SIGMAtfc) &^ALfc 0 — 
(fcWF**, MfrHUKU y ^ fc ~ 1 LT20ml fcfc 9 lfeOCom 

plete Mini (Rocheft) 7 7 -A (lOmM Tris-HCl , 0. 25Mv' a «*, ImM 

EDTA) m«»S^fe 0 tffy hn^^^^if~fc-C«^#U 600fi^0 
3*S"t?4 < C^10^KiS|^bfc o ^^±?t^l0100fi^B^T'4°CT20^^L 
fc. <*e>Kl, *©Ji»*126000m**P*ft-e30^M»C?bfc. #^n/b«^20 
mlfcfet) Incomplete Mini (Roche*±) «rgtf'*2/ 7 x — B (50mM Tris-HCl, 
ImM EDTA, 20%^ V ± n -/V) T®» U ^tL&BSSfilStfc Ufc D 
SfSgMt LT100/zM 5,8, 11, 14, 17-eicosapentaenoic acidSr-g-tfflgJWSft 
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ISOiMV^mt^V ^^/^mt-f-hV *A<pHB.6), 5 M M 

faytmm) . ioo^m coa mytmm) , im atp, imM nadph, imM 

?*l<"}^ lix \ 185kBq C2- 14 C]-^n^/VCoA (Amercham Bioscience^) ] 

*ttioo,iU:Ufc 0 ttRfcfti;:, io%**y-^*r«rfli KH d>b3&MK) &io 
OiilWinU BBlC-ClWHI^^a^m, 5 M HCl£l00 M l»IU SfcfclOO 
M l ^^y-/usr«jp % *#Lfc 0 fcUfc^M^ 500/1 l*«»iu $tL<Hi 
*tU ±J1©^^^400m l^lJbT, *>^V^*-A 30ml£ 
*tfWM^7/HKlCj|IiWLft, fcfci'l'^l^-^a^**^- (Al ok 

mmms 

( 1 ) EL0VL2]ft|gmCH0*|B^«^^# 

--x^j**9~9m&*mvmsmm!im (atco ^locm^v^^^ 

t-lxl0 6 {H3MLfc o FuGene6 (Roche*±) SrJ^T, ^JfetftJ 7 (l 

) ^#^^/cp3xFLAG10-EL0VL2-<^^-^fc«p3xFLAG10-<^^- (SIGMAft) £ 
^Abfc 0 iBOOng/.l©^**^^ (invitrogentt) Sr^tf* 

»-l*M##«rfTV\ EL0VL2O^^iiCH0«*^#fc o JEfcli 



(2) ^/v- zf y hELovL2mmmmmMm<Dmm 

•J-uTT-H^^K \?*-b bT20mlfefc <0 lft£® Complete Mini (Roche*±) 
Sr^tf^y^T-B (50mM Tris-HCl, ImM EDTA, 20% ^ y -fe n ^±|5 ( 
1) ^fMbfc(H)-EL0VL2jB«|*M**fc o y = < ^-. >3 y (J:TttWl/ 
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&mmm t LT100 h M 5, 8, ll, 14, 17-eicosa P entaenoic acid^ipJigJ^ 

C5(wiy^iMb*yi>A/7kiWb^hy$rA ( P H6.5) , s^m n 

(fPftMUg) , 100 M M CoA (ftftfOg) , ImM ATP, ImM NADPH, ImM mt 
1 M 1 !85kBq [2- l4 C]-vn=^CoA (Amercham BioScienceft) 

=>.' <-hvtc 0 =t<o^ ±mmmm&*^*mmtLxi5»g ao^D mttn 

ftZZofcto^ *#bfc„ wO^^^^Harvexter (Packard) £ffl^TUn 
ifilter-96 GF/C (Packard) TIUHX L, microscinti-20 (ParkinElmer) ^20 /x 
UlD*-, Jt^TopCount (Packard) fc£ <9 14 C<DjfrMfetik%Wm\^fz. 0 

(3) EL0VL2OJ!iJtem®*^tt^S«#^fi 

mmma (l) T#fenfcELOVL2i«^JiCHO«*S5l5<7)«^tH^^ffiVNX 
, ftttftfS (2) tfVM-^/W- ^ y HELOVia^WgttMjejSfetrlt^ U c i s -5,8, 
11, 14, 17-eicosapentaenoic acid, cis-7, 10, 13, 16, 19-docosapentaenoic acid 
, cis-5,8, 11, 14-eicosatetraenoic acid, Arachinonyl-CoA, cis-7, 10, 13, 16-d 
ocosatetraenoic acid, *5 J; TJ?cis-5, 8, 11-eicosatrienoic acid£rSfC£ UXEL 

s (2) (Dxmxnhtbtzmmmmm&mmmtLxx* »--^jfm 
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MWBffi^k LTIOOazM 5, 8, 11, 14, 17-eicosapentaenoic acid%^tflIBD5tt 
jffiSiStfeKJSJR C50mMy isMkHV 9A/*Mfci-hV PA (pH6.5) , 5 M M n 
(fO^iMm) > 100 mM CoA (ftftfcfiljg) > ImM ATP, ImM NADPH\ ImM i&ffc 
ImI] SrfSSiU 90m 1&96 * Mc#& 

QKDWmm 2»L*W}U-i-Z 0 *^{311mL 185kBq [2- 14 C]-^ n -/MJoA (Amerc 
ham BioSciencetfc) SriBfOi-S r. t m± t) EL0VL2#*S/feSrMi&U 37°C-?60£- 

^> ^Jfc£££#l£Harvexter (Packard) SrJH^TUnif ilter-96 GF/C (Packard 

) T?I3JRU microscinti-20 (ParkinElmer) 20/xL8fe&P, TopCount (P 
ackard) fc: «fc t> 14 C<D^M?£<|££r$J^-r 5 D 

^^^#J^^^VNDMF^^^DLfc®^(D^'14^100^ 50%PlWai£ ( 

1 O 

T^-fe^^^-y =f^^ u^-^- KJ2i«t s*Wfl&3?E 

ffridt^ A/ & ^JfettLNCap^BJ^** <t IJEL0VL2 £3i§5l fc&;fc jjfctfS A, g jfc^ 

JfetfcPC-3&/BV>T, SE»M4 tra«©*«fe-C, EL0VL2O T^M? y 

«>&*Lfc# % EL0VL2<lrfa^A/^^LTV>^VNSW480^, LNCapjNHJ^-e^r 



&%0g l l 

(i) mmmp53-<? ?-(Dmm 
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: 2 0) SrfEigbfCe, I?£Mp53 (WTp53) (Genbank Accession No. AF136270) 
£rpcDNA3. $ — (Invitrogen) ©Bam HI- Eco RUN/ MC^^ai^ pcDNA3 
. l-WT P 53-<^ $ ^_ £#f Co - c^pcDNA3. 1-WT P 53^<^ ? — £ LT, _bfB 2 ffi 

5 ^CD^ 0 ^^-^— U QuikChange™ Site-Directed Mutagenesis Kit (STRAT 
AGENE)£^T^HMp53 (MTp53) iffc^-fc^SSf bfc„ WWnh^^ 
«£ofc 0 rt^^Bam HI £Eco RIT^lJPSiN^&lS U l^llPlf T'*G;3@ bfcpIND ve 
ctor (Ecdysone-Inducible Mammalian Expression System (invitrogen) &£Ss#) 
pIND-MTp53 vector 3r#fc 0 C ©^^Mp53te N 175# g £>T 5: / @e 
10 t/v=¥~>- (r) ii^k^fv?y(H)|:iiLTv^. ayfo^va 

-C^£Mp533t'fS^-3:pIND vector^m^-iAAyfcpIND-WT P 53 vector^Mi bfc 0 
<fc> 5 — ocO=f ^ bTCAT n 7 A7i = 3-^7tf ;k b7 

^7 —if) ^it&^&^nfcpIND-CAT vector (invitrogen) bfc e 

15 (2) ^mmp5mm^m.mmmm.(Dmm 

p53^^^bTV>«5J|^^A/S5lt*fflJlS^H1299 (ATCC) £r6cnr>-Y — ^K4xl0 5 mW 
«U — iftit^, Fugene62rffiV^T. BMzfu h =^—/^C^\ _h|B ( 1 ) T? 
#k*LfcpIND-MTp53 vector, pIND-WTp53 vector, pIND-CAT vector pVgRXR 
vector [Ecdysone-Inducible Mammalian Expression System (Invitrogen) 
20 ^co-transfectionbfc 0 -J x.^'r j i/ls (GIBC0 BRL) irZeosin (Invitr 

ogen) fc&<9, ; etb^e^C9jt'feT-©^A,f«^H1299-MTp53 > H1299-WTP53, *5<fc 
T>*H1299-CATtr31^bfc 0 ^;ft,£>H1299-MT P 53, H1299-WTp53CO^^^^ N 5u 
MOMuristerone A (Invitrogen) 8fcton? % ^rtl^frl, MTp53:io J; WTp53CD3§?H 
W^Sri^ #Lp53fei#; (Oncogene) £JBV^T !7^;* ^ ^:7'p $/7V ^ 

25 vm^mm^t'o 



(3) GeneChipfi?#f 

^Mp53}Cj;oT^^^tLSit^||^^b^--r5fcJ6 > 5/zM Murist 
erone A^^JP^ 48B#Pfy^<7}H1299-MTp53 N H1299-WTp53 N H1299-CAT/^ £>f§$!£ b 
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fctotal RNA£r$t3|S|-£ b N GeneChip (Human Genome U95A, U95B, U95C, U95D, U9 
5E; Affymetrixtt) &JBVNTfce^38Sfl?flf SrfTofc 0 ^fc, 2Zmm<DjEftMM 
a>bfflffi£*lfctotal RNA (St 3) mm^mfc^mmMtiTZft^fr 
o ^K^jfett^ Affymetrix*±(E>||^^3l## (Expression analysis technical 
5 manual) tC^o /t 0 

^OMm. £J^530%^£rf|tJ|LfcH1299|Plll& (H1299-Mtp53 (48hr)) 
Jfe [H1299-Wtp53 (48hr)*5j;-a?H1299-CAT (48hr)] KlJfclfc U Ig^i^O 
10 aMfcffilKJmT-Cfcofc (^4) 0 



^3 
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ND 






ND 






ND 






ND 




/MB 


ND 


25 


nn 


ND 
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ND 
ND 

"f-'Mm ND 
MM ND 
5 H1299-Mtp53 (48hr) 0.9 
H1299-Wtp53 (48hr) ND 
H1299-CAT (48hr^ ND 

10 ND; not detected 



MMM l 2 

t hfL^Aymatched pair{^*5Jt^STAU2jtf5^^J| 1 *(D^ftf 

t h%&/vBm<Dmm&£XJilEmm&m<DTa a tched pair cDNA (Clontech 
15 *±) UTffiVN, STAU23t^^J| 1 *^^=ftofc 0 2»/7^v 

- (I2?lJ#-*§-: 2 1te£tfm&m^: 2 2) &^TPCR£0£;£fT5 - £{-£9 
n fc/vrtMb IE^£i^-e(^STAU2jtfe^-(7)^^4Jtife^tTo fc 0 

20 

H*fe#!J 1 3 

(1) Wimmmsm,'<?9--<Dmm 

Genbank BC008369fcfB<££ =h/CV^STAU2*fc^©gB?!l3r£te: 

(E?lj*-* : 2 3*J:tflB*[** : 2 4) trfftfcU pyrobest DNA pol 
25 ymerase (SSat) SrffiVNT5 j« M Muristerone ASrSfcUP UfeH1299-MTp53 

£! UfccDNA^r^M t LTPCR&frV ^DNAlfrJt %#fc„ £ ©»|5*»ftf *3 £ U?pCDNA3 
. 1(+) plasmid (Invitrogen) Sr. SO PMiJlEcoRV^ J: T^NotlT'^O^f U TaKaRa Li 
gation Kit Ver.2 (Sfi3fi) fcffl^TJfe^S*, #5>*l,fc:/?*5 KDNA&42S*)© 



ft. 
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UWfca»&:/9;*$ KSrttfflbf— ^^f— (Applied Biosystemf±:ABI3100) 
SrJBwr^ htt#<DjttfiB^&tt»U tt4toHBI&«9L^<^ *-pCDNA3. 1(+ 

)-STAU2£«i*bfc 0 



5 (2) sTAmmfctt&zmfamm&m 

6!>x;V^Wh©4^x/Ht % t Mft*5*Wll&«cH1299(ATCC)Srl. lxlO s f@-fo 
Mb, 24fl#IHJ:l£3l3fe x FuGene6 (Roche) ^ffiV^Ti^tttf):/* h /WCf£V\ 
±12 (1) "C#b*t^S:pCDNA3. l(+)-STAU2*5«tU t pCDNA3. l(+)-LacZ (Invitrogen 
) £#Abfc 0 24H#KI#F*3K V^^J^ls (Invitrogen) *f&m\zMx.X$ 

y (fp^feM^) m-c£i&-c3o#iH]@^u PBSTifci£bfc 0 ^©t, ?y 

h (SIGMA) (^ ]) X jfr\sy Yifi\§%\Z.t£%> J; 5 ^ 

^y— /VT^f U JettSrPBS-ClOOffiFld^JRb^fcO) TiM&^&T, 2l^ffi 
15 SfefiU 3f£S7kt£Tifc^bS*££i3:fc: 0 ^fe^ttfcMOE^^ImagProT^y 
a ^ (Media Cybernetics^) -e®l^b/c 0 -tOJfe^ H1299^B^^pCDNA3. 1 
(+)-LacZ?:2gA bfci¥<Dffi^<|:100% £ -f 5 £ x pCDNA3. 1 (+)-STAU2£>gA bfcS£ 
OffiKt«110% (P<0.01) -efeo/Co ^^feSTAU2il^{^«iimtg*fJ£ 

20 

HJfcfll 1 4 

STAU25t^OT7K h-^tllX^i-j^tf^^-f-^^fem^ STAU2TV^-fe>- 
^^-y K«A^SrfTofc 0 
25 SB?iJ#-*§- : 1 8-e^*tb«i£SiE^Jj!:*M-5T^-fe^ (BE^II##: 

2 5) SrtSfh^ phosphorothioatejb^- y =^ ^ u*"f- K^ricU HPLC»3Kb 
"C^A^^^ffiV^c (Amersham Pharmacia Biotech) 0 ayfP-;Vt!J^^ 
WKiUttts IB^J## : 2 5T^^ttS4^£S3^Joy^— ^SE^iJ (ia?'J# 
f : 26) ^TlH^^phosphorothioate'fbb^ HPLd*§g bTjEV^fc (Amersham Pha 



10 
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rmacia Biotech) 0 

Af&BKl. Z.Z^l0 3 m<DM^9^ ^JV^V— h (Falconet) ^SISbfc 0 *V 
=tJZ? Is*?- KafAfcteOligofectAMINE (Invitrogenfct) SMfcffl U -£<£>:/n h 
^—^ic^ofco T>-^-fe>-^^-y ^ ^ 1x^-5=- K>»A^ 3 0 g MCell death d 
etection ELISA (Rochefr) £r/BV^T ^ ^ b n — jVHr V ittfe U 

fc 0 T/K h — ->^fi=i^ f n — /l^ (100%) t£ifc^l67%}£ii;j!jnb-CV^c 0 



15 m, mm, m±mm, -kmm, wm, mm, mmm, mmm, mm, mmm, 
^m, m^m, mmm, mmm, mmm, mmmtLtc.fem&mmt£b*<Dm<D 
• mmm t Lt^Mts ^ t 5„ u < te, %m, m&mm 

pi/^rn^mzmm-rzz-tfrx^, m^±mm, %m, mm, m±mm 
, -km.m, wm, xtmm, mmm, mmm, mm, mmm, ^nm, mmm, ¥ 
vtmm, mmm, mmm, m^m^tn-iskmrnm^t^mtD^ • 
25 b<}*, fm, m&mmte if&^m . mmm tvx, fcav^«T^^-^^ 
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6 . «©w • f&aew^4>s»*3c 5 is^^gmo 

7. gf^3|B^T^^ir^^7K!; KSrg^LT ft Strife, 

9. IE?iJ#-i§- : lT^$tb5T5y^IE^J^IW— b < teHfC^!^— 07^ 

o 

10. l»*9(9|B*ot(fcfr4r'&WbT)S;«B£SI8 0 

1 1 . a£©^B& • ?&^JT*fe5f»^ 1 0i2*c<DE3lo 

12. 3*3ft^9lB*i(&^#:&^LT&S^^ 

25 1 3. tiSO&ffiMX'foZn&mi 2Et^lfl. 

14. @B3?IJ#-^: l"e^$tb5T5:/^gHMtlll— t>b< tt«t«)H:|^— ©7? 



25 
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k »*, Mfe^ mm^, ¥5RJR*> wnfi^ jkjs& ipmas* 
5 mm, wm, mwtfts *nm, mmm. w#m&, mmm. mmm. 

1 8. E L O V L 2 O^SSrliattS^ISrttS^ftSfctt^OttSrttL 
10 Tft 5 •!&©«& • f&^BRl. 

19. ME?U## : l-e^$tLST^y^|H^iJ^P- 1 | ) L<f^W^^III— ©75 

2 0. iBMS-g- : l-e*$tLST$y^ME^J^lHl-t>b<^^^II|— ©75 

2 l. m*^i 9fE4fc©** y— =^*rife4fcttl»*352 OfEigc©;*^ y-~ 
2 2. gfiJiJ## : n?^£*L57 5y^ga^J£IH— t>U< ©75 

20 / ^ib^ij z>?>s*?w^fc \tt<oto&'<'7 s ?- = — ki- 5 # y * ^ u 

2 3. K?iJ## : lT^$flS7 5/mSB^j'i:l^— t3L<fiH^{3l|^— ©75 



2 4. it*^2 2is^©^^ y — =^#«fe*fcttiM&3(2 3|b«c©^^ y— ^ 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Preventing and treating agent for cancer 
<130> P03-0038PCT 

<150> JP 2002-186799 
<151> 2002-06-26 

<150> JP 2002-186815 
<151> 2002-06-26 

<160> 26 

<210> 1 
<211> 296 
<212> PRT 
<213> Human 

<400> 1 

Met Glu His Leu Lys Ala Phe Asp Asp Glu lie Asn Ala Phe Leu Asp 

5 10 .15 

Asn Met Phe Gly Pro Arg Asp Ser Arg Val Arg Gly Trp Phe Thr Leu 

20 25 30 

Asp Ser Tyr Leu Pro Thr Phe Phe Leu Thr Val Met Tyr Leu Leu Ser 

35 40 45 

He Trp Leu Gly Asn Lys Tyr Met Lys Asn Arg Pro Ala Leu Ser Leu 

50 55 60 

Arg Gly He Leu Thr Leu Tyr Asn Leu Gly He Thr Leu Leu Ser Ala 
65 70 75 80 

Tyr Met Leu Ala Glu Leu He Leu Ser Thr Trp Glu Gly Gly Tyr Asn 

85 90 95 

Leu Gin Cys Gin Asp Leu Thr Ser Ala Gly Glu Ala Asp lie Arg Val 
100 105 no 
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Ala Lys Val Leu Trp Trp Tyr Tyr Phe Ser Lys Ser Val Glu Phe Leu 

115 120 125 

Asp Thr He Phe Phe Val Leu Arg Lys Lys Thr Ser Gin He Thr Phe 

130 135 140 

Leu His Val Tyr His His Ala Ser Met Phe Asn He Trp Trp Cys Val 
145 150 155 leo 

Leu Asn Trp He Pro Cys Gly Gin Ser Phe Phe Gly Pro Thr Leu Asn 

165 170 175 

Ser Phe Val His He Leu Met Tyr Ser Tyr Tyr Gly Leu Ser Val Phe 

180 185 190 

Pro Ser Met His Lys Tyr Leu Trp Trp Lys Lys Tyr Leu Thr Gin Ala 

195 200 205 

Gin Leu Val Gin Phe Val Leu Thr He Thr His Thr Met Ser Ala Val 

210 215 220 

Val Lys Pro Cys Gly Phe Pro Phe Gly Cys Leu He Phe Gin Ser Ser 
225 230 235 240 

Tyr Met Leu Thr Leu Val He Leu Phe Leu Asn Phe Tyr Val Gin Thr 

2 45 250 255 

Tyr Arg Lys Lys Pro Met Lys Lys Asp Met Gin Glu Pro Pro Ala Gly 

260 265 270 

Lys Glu Val Lys Asn Gly Phe Ser Lys Ala Tyr Phe Thr Ala Ala Asn 

275 280 285 

Gly Val Met Asn Lys Lys Ala Gin 
290 295 



<210> 2 
<211> 888 
<212> DNA 
<213> Human 



<400> 2 

atggaacatc taaaggcctt tgatgatgaa atcaatgctt ttttggacaa tatgtttgga 60 

ccgcgagatt ctcgagtcag agggtggttc acgttggact cttaccttcc tacctttttt 120 

cttactgtca tgtatctgct ctcaatatgg ctgggtaaca agtatatgaa gaacagacct 180 

gctctttctc tcaggggtat cctcaccttg tataatcttg gaatcacact tctctccgcg 240 

tacatgctgg cagagctcat tctctccact tgggaaggag gctacaactt acagtgtcaa 300 
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gatcttacca 


gcgcagggga 


agctgacatc 


cgggtagcca 


aggtgcxttg gtggtactat 


360 


ttctccaaat 


cagtagagtt 


cctggacaca 


attttcttcg 


ttttgcggaa aaaaacgagt 


420 


cagattactt 


ttcttcatgt 


atatcatcat 


gcttctatgt 


ttaacatctg gtggtgtgtc 


480 


ttgaactgga 


taccttgtgg 


acaaagtttc 


tttggaccaa 


cactgaacag ttttgtccac 


540 


attcttatgt 


actcctacta 


tggactttct 


gtgtttccat 


ctatgcacaa gtatctttgg 


600 


tggaagaaat 


atctcacaca 


ggctcagctg 


gtgcagttcg 


tgctcaccat cacgcacacc 


660 


ateaececce 


tcgxgaaacc 


S"t ct cerr + + r 


P P P "H" p & or+ + 


gtL LOdLuLt ccagxcaxcx 


79Pi 


"tataxgctaa 


cgtxagxcax 




aatttttfltcr 

del LULL La Lg 


"ttcagacaxa ccgaaaaaag 


fiJU 


ccaatgaaga 


aaeraiLaterea 


a era e/ pp a p p + 


D" P n cr cr or a fl a <r 


ddgtgaagaa xggxxxxxcc 




aaagcctact 


tcactgcagc 


aaatggagtg 


atgaacaaga 


aagcacaa 


888 


<210> 3 












<211> 4002 












<212> DNA 












<213> Human 










<400> 3 












gatagcgccg 


ggcagaggga 


cccggctacc 


ctersacaffce 


CatCGTPPGTPP PP"P PPP" CTC+r* 




gccgcgccac 


agccgctgcg 


gatcatggaa 


catctaaagg 


cctttera+efa 1"ffa?ip+pna+ 


LLt\J 


gcttttttgg 


acaatatgtt 


tggaccgcga 


ffattctceacr 


tcaoraercrcrl" cr cr+i-papgr+ta 


luv 


gactcttacc 


ttcctacctt 


ttttcttact 


gtcatgtaxc 


tcrct c*tcaa"h a1"crorr+o-D , tT+ 


940 


aacaagtata 


tgaagaacag 


acctgctctt 


tctctcaeKg 


firxatcctcac c*t*fe |, tatafl+ 


300 


cttggaatca 


cacttcxctc 


cgcgtacatg 


ctescagaRC 


tcattcfp+P PflP"H" prpernfl 




ggaggctaca 


acttacagtg 


tcaagatctt 


accaefcscas 


Cfrcraa Bret era catppppffta 


490 


gccaaggtgc 


tttggtggta 


ctatttctcc 


aaatcagtag 


aerfctccfcerera naraflttttr 


480 


txcgttttgc 


ggaaaaaaac 


gagtcagatt 


acttttcttc 


axsxaxaxca "teatercttpt 


fi40 


atgtttaaca 


tctggtggtg 


tgtcttgaac 


tggatacctt 


stRgacaaae "txtctttere'a 


600 


ccaacactga 


acagttttgt 


ccacattctt 


atgtactcct 


actatggact ttctgtgttt 


660 


ccatctatgc 


acaagtatct 


ttggtggaag 


aaatatctca 


cacaggctca ectcetecae 


720 


"ttcgtgctca 


ccatcacgca 


caccatgagc 


gccgtcgtga 


aaccgtetfig cttccccttc 


780 


ggttgtctca 


tcttccagtc 


atcttatatg 


cxaacertxap: 


xcatcctptt pftflflfltttt 


R40 


■tatgttcaga 


cataccgaaa 


aaagccaatg 


aagaaagata 


tgcaagagcc acctgcaggg 


900 


aaagaagtga 


agaatggttt 


ttccaaagcc 


tacttcactg 


cagcaaatgg agtgatgaac 


960 


aagaaagcac 


aataaaaatg 


agtaacagaa 


aaagcacata 


tactagccta acagattggc 


1020 


■ttgttttaaa 


gcaaagactg 


aattgaaggt 


tacatgtttt 


aggataaact aatttctttt 


1080 


gagttcataa 


atcatttgta 


cccagaatgt 


attaatatat 


tgctattagg ttaatctgtt 


1140 
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aactgaatgc tttgatcagc attgaggtga tgctcacctc cgaggacctc agaactggtg 1200 

cagcttctct ctccctccct cccacagact gaacctttcg ccagaagctg tccttataac 1260 

gccttatacg catacacagc caggaaacgt ggagcattgt ttctcacaga gagtctccaa 1320 

ataaaaaggg ttttgttcag attaaaatgt ttacaacaaa atgttaatta tattctaaat 1380 

acagggtatg ttctaatcta tattaagcaa taatgccagt gcataatcat tccatttgtt 1440 

cctttagcaa tcaaccccag aaaatattaa aatgggatca tacacagaag atagaaaaat 1500 

ctagcaaaac ttctctttct gtaagccaga gtcttgtcta tcagattccc acaaccactc 1560 

ctgattctaa atttagtgat atggtaatga aattggtatt tattttaaat attagttatt 1620 

ctaaggagaa aaaaatgctt ctgcaagatt ttcataattc aggggctgtg gataggattg 1680 

ttcctctgtt tccctaatca ttcatctgtt catgtctccc tcttgtgcca gtcagcctag 1740 

gttatacaga tgccatgctc cacaccacga gcagtgtaca aatctggctg cccgtttact 1800 

ttctgagcaa gcactggagt ccactccgac ctttttcttt gaacatgcat gctgctggaa 1860 

tatgtataaa tcagaactag cagaagtagc agagtgatgg gagcaaaata ggcactgaat 1920 

tcgtcaactc ttttttgtga gcctacttgt gaatattacc tcagatacct gttgtcactc 1980 

ttcacaggtt atttaagttt ttgaagctgg gaggaaaaag atggagtagc ttggaaagat 2040 

tccagcactg agccgtgggc cggtcatgag ccacgataaa aaatgccagt ttggcaaact 2100 

cagcactcct gttccctgct caggtatatg cgatctctac tgagaagcaa gcacaaaagt 2160 

agacaaaagt attaatgagt atttcctttc tccataagtg caggactgtt actcactact 2220 

aaactctacc aagaatggaa acaaagaata ttttctgaag atttttttga agattaattt 2280 

ataccctata aaataaaact tgttagcttc gatgaagtca cttcatcttc tctcctacct 2340 

tattttttta aataagtttt taggtcctga cactgacatc aaatacatgc acaccagaaa 2400 

ggcatttcca ccaccgtccc cactcattag cgtccagagt gcctttctct ctcggctttt 2460 

tttcccccct gagctctagt tttaaacttt ctcctgttaa aaaaattgta cttttatttc 2520 

atgtaaactg cccctctgag gatttgggca tattttttgg aaggtgccta atgcttagga 2580 

tagtctctag ggtgatgcac tgcacctgct tccttccctt cagtgcggcc gacccatttc 2640 

tgttgaacag atgtctcctg tgtgatgccc ctgactctta catttatctt tctaaatcat 2700 

tttctgaagc tgacttgctc tagggtgctt catcaccact tccatcttgc atcaccttat 2760 

aactgttctg tcttgttctc tcccagcaat ttattttaaa acaagggcta gcttcaagca 2820 

tgactgttaa tggctcctct gtgacaaaac acaagttgga ccaaggagaa agccctttgg 2880 

agaaactgga ccctagttca gtttagatct caaatatagg ctgaaatctc ttaccaaagt 2940 

gcgttccaga taaaaatgag acttagaaga cagactggtc taatatgctc actggtcatc 3000 

acattcagct tattcttacg tgccagtgag gccctaaggt ctcagtgcat agcatacctg 3060 

ccactctgga tgttttcctg ggcttcatat ctgtatggca aggagggagc tgtccttcag 3120 

cagacaaagt caagcagctt taagtacaag gcagcttgaa acctctctga tgaaagtgaa 3180 

aaatgtgggt agcttatact ttcaaactaa tgccagtgac tagagagagg tttcattcat 3240 

gatgtgtatt tccaatttgg tcttcaattc aagagatgct tcataaaaca cttatagcct 3300 
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taaaccattc 


aagggctaat 


taaaaaaata 


gttatgaaat 


cttagccaca aaaaataaat 


3360 


caggtaaaca 


ttttaacctg 


tcgttaagtg 


ttgtaacttc 


aaaaaaccaa aatgcttatt 


3420 


ttaatgtgat 


ttttctaaaa 


ctattgaaaa 


attaatattt 


ctataatcta ttaaaaaaaa 


3480 


tggagaatgt 


tttctctcaa 


atttcctctg 


acccatggga 


atgaaaatac ttaaatactg 


3540 


taaagcatat 


ctattaataa 


ttcccccaat 


tttttaaact 


aacaaaatgg aatgttaact 


3600 


gaatggaatt 


aaacatagca 


attgtcaagc 


catcaaaatt 


atatatcgaa ccacttaggc 


3660 


atettacese 


gtaaagtcct 


caccnnt era 




OltL to L Lcl L III La L L 1 LCl 




aggcaaaaca 


gtgtttactg 


tgatgggcag 


aacagccttt 


tgtatctagg agtccatttg 


3780 


agttctttcc 


aatatttcca 


tatcgttcat 


aaatgtgtct 


gggggcttcc ttgtttggaa 


3840 


aatatggata 


tcgctttgtt 


ttcctttgaa 


agtaattata 


tcttaagaac atagtatcat 


3900 


gaatggagta 


gacagggagg 


ctgcagaagc 


catttctctt 


tgtagataaa aagcattatc 


3960 


tatgattgtt 


gtataataaa 


ttgattttta 


cattaaaaaa 


aa 


4002 



<210> 4 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

atgacggagg ttgtgaggca ctgcccccac catgagcgc 39 

<210> 5 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 5 

gcgctcatgg tgggggcagt gcctcacaac ctccgtcat 39 



<210> 6 
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<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

cctgtcgtta agtgttgtaa cttc 24 

<210> 7 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 7 

attgtttaat tccattcagt taacattcc 29 

<210> 8 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

ccggaattca tggaacatct aaaggccttt gatgatg 37 

<210> 9 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Primer 
<400> 9 

ccggcggccg cttattgtgc tttcttgttc atcactcca 39 

<210> 10 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Antisense oligonucleotide designed for EL0VL2 
<400> 10 

agccacacgg tttcacgacg 20 

<210> 11 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 11 

gcagcacttt ggcacaccga 20 

<210> 12 
<211> 21 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Primer 
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<400> 12 



gctcaccatc acgcacacca t 



21 



<210> 13 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 13 

aaccgaaggg gaagccacac 20 

<210> 14 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 14 

gcgaattcag aacatctaaa ggcctttgat gatgaaatc 39 

<210> 15 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 



<400> 15 

cgtctagatt attgtgcttt cttgttcatc actccattt 



39 
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<210> 16 
<211> 479 
<212> PRT 
<213> Human 

<400> 16 

Met Leu Gin He Asn Gin Met Phe Ser Val Gin Leu Ser Leu Gly Glu 

5-10 15 
Gin Thr Trp Glu Ser Glu Gly Ser Ser He Lys Lys Ala Gin Gin Ala 

20 25 30 

Val Ala Asn Lys Ala Leu Thr Glu Ser Thr Leu Pro Lys Pro Val Gin 

35 40 45 

Lys Pro Pro Lys Ser Asn Val Asn Asn Asn Pro Gly Ser He Thr Pro 

50 55 60 

Thr Val Glu Leu Asn Gly Leu Ala Met Lys Arg Gly Glu Pro Ala He 
65 70 75 80 

Tyr Arg Pro Leu Asp Pro Lys Pro Phe Pro Asn Tyr Arg Ala Asn Tyr 

85 90 95 

Asn Phe Arg Gly Met Tyr Asn Gin Arg Tyr His Cys Pro Val Pro Lys 

100 105 HO 

He Phe Tyr Val Gin Leu Thr Val Gly Asn Asn Glu Phe Phe Gly Glu 

115 120 125 

Gly Lys Thr Arg Gin Ala Ala Arg His Asn Ala Ala Met Lys Ala Leu 

130 135 140 

Gin Ala Leu Gin Asn Glu Pro He Pro Glu Arg Ser Pro Gin Asn Gly 
I 45 150 155 160 

Glu Ser Gly Lys Asp Met Asp Asp Asp Lys Asp Ala Asn Lys Ser Glu 

165 170 175 

He Ser Leu Val Phe Glu He Ala Leu Lys Arg Asn Met Pro Val Ser 

180 185 190 

Phe Glu Val He Lys Glu Ser Gly Pro Pro His Met Lys Ser Phe Val 

195 200 205 

Thr Arg Val Ser Val Gly Glu Phe Ser Ala Glu Gly Glu Gly Asn Ser 

210 215 220 

Lys Lys Leu Ser Lys Lys Arg Ala Ala Thr Thr Val Leu Gin Glu Leu 
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225 230 235 240 

Lys Lys Leu Pro Pro Leu Pro Val Val Glu Lys Pro Lys Leu Phe Phe 

245 250 255 

Lys Lys Arg Pro Lys Thr He Val Lys Ala Gly Pro Glu Tyr Gly Gin 

260 265 270 

Gly Met Asn Pro He Ser Arg Leu Ala Gin He Gin Gin Ala Lys Lys 

275 280 285 

Glu Lys Glu Pro Asp Tyr Val Leu Leu Ser Glu Arg Gly Met Pro Arg 

290 295 300 

Arg Arg Glu Phe Val Met Gin Val Lys Val Gly Asn Glu Val Ala Thr 
305 310 315 320 

Gly Thr Gly Pro Asn Lys Lys He Ala Lys Lys Asn Ala Ala Glu Ala 

325 330 335 

Met Leu Leu Gin Leu Gly Tyr Lys Ala Ser Thr Asn Leu Gin Asp Gin 

340 345 350 

Leu Glu Lys Thr Gly Glu Asn Lys Gly Trp Ser Gly Pro Lys Pro Gly 

355 360 365 

Phe Pro Glu Pro Thr Asn Asn Thr Pro Lys Gly He Leu His Leu Ser 

370 375 380 

Pro Asp Val Tyr Gin Glu Met Glu Ala Ser Arg His Lys Val He Ser 
385 390 395 400 

Gly Thr Thr Leu Gly Tyr Leu Ser Pro Lys Asp Met Asn Gin Pro Ser 

405 410 415 

Ser Ser Phe Phe Ser He Ser Pro Thr Ser Asn Ser Ser Ala Thr He 

420 425 430 

Ala Arg Glu Leu Leu Met Asn Gly Thr Ser Ser Thr Ala Glu Ala He 
435 440 445 

Gly Leu Lys Gly Ser Ser Pro Thr Pro Pro Cys Ser Pro Val Gin Pro 
450 455 460 

Ser Lys Gin Leu Glu Tyr Leu Ala Arg He Gin Gly Phe Gin Val 
465 470 475 



<210> 17 
<211> 1437 
<212> DNA 
<213> Human 
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<400> 17 

atgcttcaaa taaatcagat gttctcagtg cagctgagtc ttggtgagca gacatgggaa 60 

tccgaaggca gcagtataaa gaaggctcag caggctgttg ccaataaagc tttgactgaa 120 

tctacgcttc ccaaaccagt tcagaagcca cccaaaagta atgttaacaa taacccaggc 180 

agtataactc caactgtgga actgaatggg cttgctatga aaaggggaga gcctgccatc 240 

tacaggccat tagatccaaa gccattccca aattatagag ctaattacaa ctttcggggc 300 

atgtacaatc agaggtatca ttgcccagtg cctaagatct tttatgttca gctcactgta 360 

ggaaataatg aattttttgg ggaaggaaag actcgacaag ctgctagaca caatgctgca 420 

atgaaagccc tccaagcact gcagaatgaa cctattccag aaagatctcc tcagaatggt 480 

gaatcaggaa aggatatgga tgatgacaaa gatgcaaata agtctgagat cagcttagtg 540 

tttgaaattg ctctgaagcg aaatatgcct gtcagttttg aggttattaa agaaagtgga 600 

ccaccacata tgaaaagctt tgttactcga gtgtcagtag gagagttctc tgcagaagga 660 

gaaggaaata gcaaaaaact ctccaagaag cgcgctgcga ccaccgtctt acaggagctt 720 

aaaaaacttc cacctcttcc tgtggtggaa aagccaaaac tattttttaa aaaacgccct 780 

aaaacaatag taaaggccgg accagaatat ggccaaggga tgaaccctat tagccgcctg 840 

gcgcaaattc aacaggccaa aaaggaaaag gagccggatt atgttttgct ttcagaaaga 900 

ggaatgcctc gacgtcgaga atttgtgatg caggtgaagg taggcaatga agttgctaca 960 

ggaacaggac ctaataaaaa gatagccaaa aaaaatgctg cagaagcaat gctgttacaa 1020 

cttggttata aagcatccac taatcttcag gatcaacttg agaagacagg ggaaaacaaa 1080 

ggatggagtg gtccaaagcc tgggtttcct gaaccaacaa ataatactcc aaaaggaatt 1140 

cttcatttgt ctcctgatgt ttatcaagag atggaagcca gccgccacaa agtaatctct 1200 

ggcactactc taggctattt gtcacccaaa gatatgaacc aaccttcaag ctctttcttc 1260 

agtatatctc ccacatcgaa tagttcagct acaattgcca gggaactcct tatgaatgga 1320 

acatcttcta cagctgaagc cataggttta aaaggaagtt ctcctactcc cccttgttct 1380 

ccagtacaac cttcaaaaca actggaatat ttagcaagga ttcaaggctt tcaggta 1437 

<210> 18 
<211> 4058 
<212> DNA 
<213> Human 

<400> 18 

ccaatgttgg agccgtctgc aaagtgtccc cggcaagaag aggctgccta ccacaaggac 60 

tttagcttac tttttaaaga ttgaagaaaa aaaagaagac agaaaaagaa gaactcaaag 120 

atacacaaag taatttgaac caaggctcag aagtttttgg agccgtgagg gatacagcag 180 
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tttggtcaat attgtcttaa catgcttcaa ataaatcaga tgttctcagt gcagctgagt 240 

cttggtgagc agacatggga atccgaaggc agcagtataa agaaggctca gcaggctgtt 300 

gccaataaag ctttgactga atctacgctt cccaaaccag ttcagaagcc acccaaaagt 360 

aatgttaaca ataacccagg cagtataact ccaactgtgg aactgaatgg gcttgctatg 420 

aaaaggggag agcctgccat ctacaggcca ttagatccaa agccattccc aaattataga 480 

gctaattaca actttcgggg catgtacaat cagaggtatc attgcccagt gcctaagatc 540 

ttttatgttc agctcactgt aggaaataat gaattttttg gggaaggaaa gactcgacaa 600 

gctgctagac acaatgctgc aatgaaagcc ctccaagcac tgcagaatga acctattcca 660 

gaaagatctc ctcagaatgg tgaatcagga aaggatatgg atgatgacaa agatgcaaat 720 

aagtctgaga tcagcttagt gtttgaaatt gctctgaagc gaaatatgcc tgtcagtttt 780 

gaggttatta aagaaagtgg accaccacat atgaaaagct ttgttactcg agtgtcagta 840 

ggagagttct ctgcagaagg agaaggaaat agcaaaaaac tctccaagaa gcgcgctgcg 900 

accaccgtct tacaggagct taaaaaactt ccacctcttc ctgtggtgga aaagccaaaa 960 

ctatttttta aaaaacgccc taaaacaata gtaaaggccg gaccagaata tggccaaggg 1020 

atgaacccta ttagccgcct ggcgcaaatt caacaggcca aaaaggaaaa ggagccggat 1080 

tatgttttgc tttcagaaag aggaatgcct cgacgtcgag aatttgtgat gcaggtgaag 1140 

gtaggcaatg aagttgctac aggaacagga cctaataaaa agatagccaa aaaaaatgct 1200 

gcagaagcaa tgctgttaca acttggttat aaagcatcca ctaatcttca ggatcaactt 1260 

gagaagacag gggaaaacaa aggatggagt ggtccaaagc ctgggtttcc tgaaccaaca 1320 

aataatactc caaaaggaat tcttcatttg tctcctgatg tttatcaaga gatggaagcc 1380 

agccgccaca aagtaatctc tggcactact ctaggctatt tgtcacccaa agatatgaac 1440 

caaccttcaa gctctttctt cagtatatct cccacatcga atagttcagc tacaattgcc 1500 

agggaactcc ttatgaatgg aacatcttct acagctgaag ccataggttt aaaaggaagt 1560 

tctcctactc ccccttgttc tccagtacaa ccttcaaaac aactggaata tttagcaagg 1620 

attcaaggct ttcaggtatg aattaaaagc aaaaacaaaa aacaaaacaa ttcattagcc 1680 

tcagattctt catctgtata catcacaagg ctcattcttg cctgctagta tggcctacat 1740 

gccacttacg ttttaagtta tttaggaaca caaaggacag acaaaaaagc catatgcaca 1800 

tgcctcattt tctcttattt ttgatctatc tagtaattct tttgctgcct gtctcttctc 1860 

cattttcctt cttctttttt aagcattttt catattcttc actgtcttct atttggtctt 1920 

gattaggtgc atctatctct tcgctctgtc ttccacaaac aaaaattctg ccttcagaca 1980 

tttggtgtta gtatttcaca ctcagttctc ccttttttta cataaggatt gagtttcttt 2040 

ttatgatgat tttaccttta tagcaatttt gaattttgca ttctgttgct agtattgatt 2100 

caggtacacc attaagatac aacattctag aagtctatta ccttaggagt taattaaaca 2160 

tgatatttga agaataatga aatgctttat agttgtttga ggcataacaa tgtgtatttg 2220 

ttttactgga tcatgttttg aactgactag ggagggtagc acctgcctca gatagtacca 2280 

acaattctgt ttcactgggt agtctaaaac tagcttatag tttaacttaa cttgttgtgt 2340 
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atgtgaattt agggatggaa actttttttc ccctatttat tctttgtttc cttctgggaa 2400 

aaaaccccac aaaaatcagc actcctttat ggatacattg gagcttttga aagaattgta 2460 

aactctagga aggggaaata tctgtgtctt gatttcttag ttgccttgaa aatcatgtac 2520 

tgaactgtaa ccgctaactt gactggatga actagtttgc ttgtgtgtag agagtgtatt 2580 

gcttcctcag atttcactgt tttcatctcc ttttccatct tagtctttat tccttaagac 2640 

caaaaactgt aatatccttt agaaatgctc tagaagatct gtattgtgta gaatgatcat 2700 

gtatttataa atattttaca agtttagatt ataaaatgaa aaagaaggtc atgtgttttg 2760 

gggggtattt tgcatgttcg gatttttttt tcccttcacc gaacccttct gattctttca 2820 

aactattgcc aggtagttgt tagtgtttct aattggactc ttaatatgaa cttcaagaag 2880 

ctgttaccag ttatcggctc tgtcatctga aattttaacc acttaattta aagttacaat 2940 

tttagaattt gtttttgttg ttttacctta agaaacacaa taaatcactg tttaaaaaag 3000 

atctcaattt atataaagta ctggaaaaaa gctaagtaat ttttagttct atctataatc 3060 

tccgtaggat gaattagaaa taaattgtga tgaaaagaaa ttaactgctt atttatgaat 3120 

ctaatcattt agaaatgtct gagagtaaca ctgcattctt atagaaacaa agcacaaatt 3180 

gcattcaagc tctgaattga ttttttgctt ggagctgttg ttacagtagc tgtaattttg 3240 

ctaccagaat gtcttaattt tttaaatttg tttttatttc taagctcttg gcaatgacaa 3300 

taattataat tttaacatat cttcactgta gtcaacatgt agagtctgct tccctcatta 3360 

ttgcattgct aaggcctttt taaaaagctt atgcttacat aatatactct tttttatgga 3420 

cacgttatat gtttccaaat ctgtgtattg tgatttttac atactaatga atataaacag 3480 

gtgattttaa aatattactg tgcttctttg gttgaatgag ctggtattga tgtaaaatac 3540 

tctgtcattg atggaccact acctgcagct aagcagtgag cagaatctcc gggaaatgac 3600 

ttagtctggc cacatgcata gcccatcttc ataatgtcgc agcagaaggt tctttgtggt 3660 

taaaagtttt aaagcctatt tctttatagg taaccctctc aggtatattt acctggtaga 3720 

aaaacatgta gattgtttct attacttaaa tgttttaatt ggactgtagt ttagaaatta 3780 

caggaccagc ttgttacaga ttatacacta ttctgttact tttatttctg aaacttaaaa 3840 

acaataaatt ctttttctgt gtttctaggt tagaactttt ttattttatt gcacactgaa 3900 

cagatactgt tgcttattga atattgtgta aacccttctt tggctttcct tgcccattgc 3960 

aatttgattt aagcctacta gagccattgt atgtgacagc tatattgtat tacaaagtaa 4020 

aaatatatga gtgtattgaa aaaaaaaaaa aaaaaaaa 4058 

<210> 19 
<211> 39 
<212> DNA 

<213> Artificial Sequence 



<220> 
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<223> Primer 
<4O0> 19 

atgacggagg ttgtgaggca ctgcccccac catgagcgc 

<210> 20 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<4O0> 20 

gcgctcatgg tgggggcagt gcctcacaac ctccgtcat 

<210> 21 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<40O> 21 

agagaaagcg gacaataacc ag 

<210> 22 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 



<40O> 22 
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ccaagggaaa tgctcaaagt 20 

<210> 23 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 23 

ccgatatcat gcttcaaata aatcagatgt tctcagtgc 39 

<210> 24 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 24 

ttgcggccgc tcagacggcc gagtttgatt tcttgc 36 

<210> 25 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Antisense oligonucleotide designed for STAU2 
<400> 25 

gcaccacgac aaaacaatca 20 



<210> 26 
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<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 



<400> 26 

actaacaaaa cagcaccacg 



20 
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17(2) (a) (i) of the PCT and Rule 39.1(iv) of the Regulations under the PCT, 
to search. 

2. J^J Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 
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1 • ( | As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 
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3 * EH] ^ on ^ some °^ ^ e rc<niiie( J additional search fees were timely paid by the applicant, this international search report covers 
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" goatin uation of Box No. TT of contin uation of first she^t M \ 

v^3 hS ^"i 101 !! 33 S . St f ° rth in claim s 1 to 33 relate to ELOVL2 
represented by the amino acid sequence of SEQ ID N0:1, while the 
inventions as set forth in claims 34 to 66 relate to STAU2 represented 
by the amino acid sequence of SEQ ID NO: 16. However, the amino acid 
IfST^vf °L thSSe P rotein s are not considered as being highly homologous 
with each other. As reported by, for example, the document cited in the 
Jhi SB ? rC ? re P° rt ' a P^tein and its gene corresponding to 

SSltS? ^ i° • C \ a , lm 11 a Drotein and its gene corresponding to the 
definition of claim 34, etc. had been already known before the priority 
date of the present case. Furthermore, there had been already known 
ESS P ri ° rity dat . e of the Present case a gene showing eleva?eS 

expression in a cancer tissue and a mutated p53-iduced gene as described 

ihe'ELOvLrgene 1 ^: 2 ' ^ ^ ° f *** «" ^ ^ 

Such being the case, the technical matter common to these groups of 
IZ^^ 3 °f T 0t n bS co " sidered as bein 9 characteristic compared with 
ih niCa • S i a l^ e P ° int ° f the application of the present case. 
Thus, there is no technical relevancy involving any special technical 
features between these groups of inventions and thus they are not 
considered as relating to a group of inventions so linked as to form 
a single general inventive concept. 

«Subject of search» 
[1] 

The following claims relate to preventives/remedies for cancer 
descJSe2 g beTow°: UndS reSpectivel y defined by the desired properties as 

* [1] "a compound or its salt inhibiting the activity of a protein 

7 " "presented by SEQ ID N0:1": claims 1, 15, 25 and 33; 

[2] a compound or its salt inhibiting the expression of <a gene of 
33 ~ ~ a Protein - - - represented by SEQ ID NO:l": claims 2, 15, 2 6 and 

^ feCt ° f inhib iting the activity 

of KL^S^^ii* 18f Salt haV±ng Sf fSCt ° f inhibitin * ^ expression 

* [5] "a compound or its salt inhibiting the activity of a protein 

7 7*7 * e P resented by SEQ ID NO:16": claims 34, 48, 58 and 66; 

^6] a compound or its salt inhibiting the expression of a gene of 
and 66* Pr ° n represented by SEQ ID NO: 16": claims 35, 49, 59 

V 7 e 3 " a /° m ? OUnd or its salt having an effect of inhibiting the activity 
of Staufen homolog 2": claim 50; and activity 

* [8] "a compound or its salt having an effect of inhibiting the expression 
of staufen homolog 2": claim 51. ^ 

Although each claim involves any compounds having such a property, 
tt tb/d?^ 1 - 2 ^- tha ^ ° nly Part ° f the Maimed compounds are Supposed 
hLJ?; J!S 10n - in the meanin S as described in PCT Article 6 and 

disclosed therein m the meaning as described in PCT Article 5. 
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Even though the common technical knowledge at the point of the 
application is taken into consideration, the scopes of these compounds 
or salts thereof having the above properties cannot be specified. Thus, 
the above claims each fails to fulfill the requirement of clearness as 
described in PCT Article 6 too. 



The "preventives/remedies for cancer" according to the inventions 
as set forth in claims 21, 24, 54 and 57 are individually specified by 
a screening method and, therefore, involve any compounds obtained by 
the screening method as the active ingredient. 

In the description of the present case, however, only few compounds 
are specifically cited as the active ingredient obtained by the screening 
method. Thus, each of these claims is neither supported by the 
description nor disclosed therein. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, it is completely unclear what 
specific compounds are involved and what are not. Thus, these claims 
are described in an extremely unclear manner. 



Such being the case, the search was made mainly on antisense 
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